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ebi t n-t l < i±mm^m-<DT < swam****** edg-3 

W E D G - 5 7> K * LXZZ 

[1**32] ge^ij#^- : i-c***t*r^y*i»ii4:n-it<ttMtfl9tn- 

or5/iiSWtttt*EDG-2j»fls EW*: 5^$W7^i 
EH n- & L < ligff ft KH-OT^ miB^iJ * * E D G - 3 

:9t^^7^y rush t n- *> l < (i^STift KH-©75y«i 

HI****-* E D G - 5 fc»±*o««^:/* K * a - # y * * p 

OT?y«Bf|^t*EDG-2««|s EH**: 5T«$fL475/» 
EH t m~ i> L < ttMTWKH-© r ^ y wen EDG-3 

eh** :9t«s^7^ beh k m- *> l < Kg* a k n-o T , y ^ 

H E D G - 5 £ fc li-toafl^* K* a - K** # U * * i, 

[**«4] EH*?: lt«S*i47^WBJifcH-tL<i4*ftt K p|- 
©T5yBttW*^Wrf«EDG-25»#, EH**: 5t«^47?/« 

eh n- & l < itxffttKn-o 7^ such edg-3 
eh#* :9t-^^7^ beh t n- 1 l < t« ^-07^^. 

W***** E D G - 5 K* 
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«*UT4**ft«ttt^ *tt*^ ***#Wife, rifttfEfl^ 

«>T5yBBE3F|***f*EDG-25»», Eft**: 5T£3*i*73yB 

mm t m~ i> l < {i^setj k n - © r 5 j mm * &trt §edg-3 

ttLxtezmmmawm^ «tew^. wife. &^#wife, wjrawas***: 
w*« 6 ] ehi*^ : iT~mzti2>T$y mm* t m~ & l < f^g ^ k iwj- 

OT^Wgf|tt*tSED6-2m E?iJ#^: 5t«$*ii7^t 

mm t m — 4> t < <±*ffti tcisj y * ^edg-3 

: 9 -c* $ *t* r ^ y msB^ij t m — « l < *tt ra-o 7 ^ y use 

W E D G - 5 fctt*«>«fl^:/*- Kta^ K« #'J * * u 

■^*«#y^^V*^KSr**LT4 J **««ttWffi. «tt*^ Wife. 

w- * l < ttmrtt fcra-<& 7^y i£ie?F!i *^r-t * edg-3 

EW«- : 9 $ tiZ T 5 y g£E?iJ tB-4L< l±£Xtt KH-07^WE 
E D G - 5 MM** fct±*<0«fl^:/^ K£ n - Ktjjjfi; * ^ 

«*#V^^V*^K«r^rL-ca:**m*ttW*. «ttW*£, Wife. 
#Wife, WIKttW«l,itifettWtt*lfio^Wf3W 0 

[««s] (i) W7*x<7T+*j>m*ti\±Jt9>ia&2LV (io ehi*? 
: i $ *.* r ^ y ^ib^ij t h - i> l < Muff « k n-o 7 ^ mE^ij 

7f^^^d±fOttiEDG-2§f^/:|±^t<7)^^M^ 
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: 3/ 



[fflfttg 91 (i) 'J V^^^^r^vaitfett-tOttiJJitr (ii) @5^1J#-^ 

[Itm^lOl (i) *-7 4 >rfv>- 1 -V >mt7t(i^<7)mi3J:t/ (ii) @s 
^rfvv- 1 -V >mt ^li-eotiiEDG - 3 *:f±-e<^£ 

[ff^ll] (i) ^7r/ny> - 1 - 'J >^f;l±^S^^ (ii) @S 

: 5ti?^7^ mMm t m- i> l < tins w k ra— <*> r ^ ; mm 

mtiE D G - 3 Zto&ft^'ff- \?ttziZ<£<7)M.*^-fZ> E D G 

tt!?^ Wife, *38t#*^ MRtt'Pf^* fettWttM^^W • 

[It^l2l (i) 4 >zfzs>- l-'j >m.ZtzteZ<D&&£U l (ii) @S 



ffiiE^ 2003-3112392 




#M 2002-361415 



[«*A13] (i) X7 i-yymttztoJtiMtexvt 
***** E D G - 5 **>«0^yf- F4 E D G 

S E D G - 2 * K 4 it * <om. t «>*|<£tt * fcffc * * * ft 

tnEDG " 3 *«>*a-^ K4 fctt*«>ttfc ®*frtt*Xft$.* 

It * ai61 (i) * 7 *^>^-i-y>«fcii*ott*: (io 

* t4EDG " 5 **** **>«a-W K 4 fclifott t * 

mm t m- * l < kb-ot^ **** * E d g - 3 

Bfl * « B D G - 5 4 fc f i * o K * rw-f * # 1; * * 
E D G - 3 E D G - 5 
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mm\\ t m- t l < imwm iz n-<o r x j wm\\ z^m-t ^edg-3 

SS^iJ £ ^m-t Z> E D G - 5 £ m& *tz\ZZ;<D%!>fr^-??- y-fztfv z ? 

E D G - 3 E D G - 5 ^^^i^^k^, ®mm 

mis^u t ®~ *> t < (±^®s5tci^-o t < j mm* zurm-fz edg-3 

y mSB^!l £ ^EDG-5 * Mb $ * & i fit * <D%L 

VLt (ii) iT«^$^T^y^ig^jti^-iL<^@e<jici^-o 
r ^ j mwm*^m-tz> edg-2 *<o«a~w ^fi-eo^t *> 
ft-&tt*^b$**fk^»4^»±^^ © (i) A7r/^»-i-r/i 

(ii) @B^ij#-^ : 5x«mztizT$y®mmtm-i>L<imn 
mzm-vr * swsm**m-t* edg-3 ^mw. zvufr^yr vttm 

*v*£vm4tik*M:$**{tMttzit*<D^ *fcwt<3> (i) 

v>-i-v^tfdwtt (ii) se^!i#-^: 9xmztizT$y®mmt 
®-i>L< tt*jtwcn-or * y men edg-5 5*** 
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6/ 



^t±^*M^I»- f6«»J«:«3i-r*^*^ (D (i) 'J'/7*^77f^ 
ii^rli^tt (ii) @5^J#-i-: 1 T^tL^T * smmttft-b L < «^ 
5t W — cot 5 / m@5^J fc^l" -&EDG-2 7^ K $ tz 

i*%<o&tO&&&*mtZ J £2>4k& ! ®Jttzi*Z:<D^ CD (i) *7<*>=f$/> 

-i-v>Bfetfctt*-o£fc (ii) @e^J##: 5^£*l&t5 /mie^JtPJ- 

*> l< \*m%mzm— <dt zed g- 3 gtmfc. 

) 7.-74 y^zsy- 1 -v tzit^o^t (ii) 9-e^£*L&r 

5 /jsfeE^tra— t< im&mzm— oTzymMmz^-r zed g- 5^ 
[0001] 

*$kWl*. EDG-3f#*i/:iiEDG-5^ £ 

[0 0 0 2] 

EDG-2f^ (^#f«l) , EDG-3ff# (*W« S X«2) , E 

DG-5St# (##f££i&3) ri*^$*LTfc*K .:^t>u-fe7^-#ifa 

V 77*^77f v >HfcWII* -9- > &Mm±<0$MfcK&&L, P D G 
Ffc#fcMAPK*©t£ffcU ^^7A*HIl&OWfcKI»#bTV»&£fc % E 
D G - 2 gm-Vfte X XfE D G - 4 3»ffr&*y 7*7 t^7rfy 

x-7^ v=fi/>- i -y >m# s WH^^>^?AMK3£mbTv*&EDG- 
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7/ 



[0 0 0 3] 

Biochem Biophys Res Commun 1997 Feb 
2 4 ; 2 3 1 (3) :619-22 
[0 0 0 4] 

Cell 1999 Oct 29 ; 99 (3) 1301-12 
[0 0 0 5] 

izmwxm 3 ] 

J Biol C h em 1999 Dec 10 ; 2 7 4 (5 0) : 3 5 3 4 
3-50 

[0 0 0 6] 

4] 

Clinical Science (1999) 96, 431-436 
[0 0 0 7] 

[^#^m5] 

The p h a r m a c o g e n o m i c s Journal (2 0 0 1) 1, 
2 11-217 

[0 0 0 8] 

\3km#mvk LXot-fz mm] 

EDG-2ft^ EDG-3^i^liEDG-5^»i 

[0 0 0 9] 

[9RJS £ & * <D^m 
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8/ 



tdioV^T E D G — 2 E D G - 3 E D G - 5 f §#^111 

/WJl#tt^EDG-2^ EfllS-f-: 5T^£*U>7 5ym@E?iJt 
*> L < «H® fit) I* m-<D T $ y mSB^J ^EDG-3 BB^J# 

WEDG-5t§^ -tOlflS^yf- K£fc(±^m£^LT&&$im#§ 

(2) BE^J#-^: l-C^^tL^T^ymB&^J^ra-^ L<liHfWi:il-^T5 
L < iiUKlft |B|-0 T ^ y miB^J * frtTi" ^EDG-3 @e?'J# 

ftl,EDG-5 SSfri tz\t^<0^^-f^ K«r a - K*T & * * V K 

z^tztf 1 ) vs&mLx*zmm.m&8-M. uta-iFN^ wife, 

(3) E?!l#^: l-e^^tt^T^/mBS^Jtl^-^ t<t±H@6<J^|SI-^T^ 
|S|- L < liHSftJ J* |bJ-<^ T < y mtm Z&ft-t ^EDG-3 E?!l# 

S E D G - 5 fdif^S^^f n - V-fZ-W*? V^^f- K 

mt^»* M J ^ ^ K^LT^^HEiftf I> WfclR^ Wife. 

(4) e?!I#£-: iT*^£*i;i>7</mE?!Jtiwi-*> u< tiUKWicra-or 5 
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#12 0 0 2-3 6 1 4 1 5 ^-v? 

SEDG-5 ^OSBfl^:/?- K S fcti^Ottfc^ L 

(5) @S?iJ#-5§-: iT^$tL^r^7m@B^Jt|wi-^L<(i^®^iciwi— (DTK 

yweai *EDG-2m E9a#^: 5-m$*L*y3- y^se^ 

: 9 -e^ $ tt* y 5 y &bb?!I t m- L < a%9tmz ng-o y s y m@e?'J 

(6) i^&ztL&y$;mzmtm—t>L<\±mnmzm-'<nT$ 

i^-fc L < fi«rWfc|B|— ©y $ y^J^^tt-B E D G - 3 @B^)J# 
tt5EDG-5 ft \t^<OU^-ff- K£ n - *°'^^WK 

^'JJR^l/^f-Kfc^frL-CftftllflUMtlME. «ttW^ Wife. ftttttlHfe 

: 9 t& s r s y mse^J fcra-n< a&ftft fcm-o y ^ y mse^J * Hr 

I'** K*«LT* Wife, ^ttWife 
(8) (i) W7*X7r?-i?>>ni?zl±^(Dm.&£V? (ii) IB?!|#-5§-: 1 1? 
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m $ tiz r $ j mmm tm~i>L< anm*) ^m-or^y mmm z^-rz e 

(9) (i) 'r/7*77rfy>ii^^j;yf (ii) @B^iJ#^ : IT- 

^^ 7 ^ we* h- * l < asim k iwi-o r ^ j mmm zorm-tz e 

D G - 2 g^fo **>toft«?<f- Y*1Z\±*<DVL*l&rrZ> E D G - 2 

do) (i) a-? * >*i/>- 1 -wmttzitiromisxtf (ii) 

(1 1) (i) X74>**s>-l-y>BittH**<DjjL}sXV (ii) @E?IJ#^ 
nEDG ~3 K* E D G - 3 £ 

(12) (i) X?4 >*~»-l-V>Wtttzl±JtV)tiij S JiVt (ii) gg^ij^ 
nEDG-5^ ^«^^K*fctt^ott^v»T. *7**=f* 
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(13) (i) ^-7>f >=rv >-i->; >m^7^{i-eo^ i V (ii) BS?iJ3H§- 

: 9 x-m s *iz> r ^ j mtn l < filmed tci^-o r ^ y ^ n-^ 

~t& E D G— 5 ^-^^^^ K4 f zi ±Jt(D^^-r Z E D G - 5 £ 

(14) (i) 'JV7^77fy>ii^i^tt (ii) BB?«#-§-: lt^ 

(15) (i) ^7^>rri/v-i-i;>^ fcw ^^ t g^j^ . 5 

•vmzti&Tss mmm tm-i>L< immmzm-n mem zsm-tz 

(16) (i) *-7>f >rfv>-i-v>-mt^(i-?-0^t (ii) ie^i|#-t : 9 
*t* T $ y mSB^iJ fcW-*L< ttHRflSHH-o T ^ 7 SUCH 

E D G - 5 *«>«H^:/*- r*tz\±*<D&k<Dmtt*$ii£Z^Z>tt& 

(17) mzm^: ixmz*L2>T$;mMimtm-i> L<tmMm^m~<or 
twi—$> l < ti^g k izm-^r^y mmm * ^ri- ^edg-3 e?y 

* * & E D G - 5 $ tz \ t * <D Mfry* ?*f- K £ n - K "T * # »; J? * !✓ * ^ 
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) 

E D G - 3 £#fl"&Sm**Stf t £ i2\ 

^»JmnEDG-2^ E9I|#^: 5-C^£*L£ 7^yg£f2?iJ 

t ra~ d t < \mm*} Km-<DT$; mm***rt* edg-3 mm 

: 9 $ fih T 5 y m&\] bW\~i> L < f±#g®lft £ [WI— <7) 75/ &£?)J * 
&miT2> E D G - 5 %m£iL tz\t^<DU^^ Ktr3— K"f & * 0 V ■* * V*?- 

, EDG-3^:##S^{±EDG-5^##:^|&^S^>ft:$^ 
(1 9) BaflMM lT^^tL^r^ymBfi^Jtlsi-^ L< limfi5{:|l-07 

^ j mtm *&irrz edg-2 @b^ij#^- :5t^^7^ mm* 

t m- L < tt^StttKR-O T 5 y EDG-3 ^##:$ 14 

fll E D G - 5 4m*0ft»*ttk3««ft<&*3 

(20) mmmm^MLT, ® (i) v y*7 ^^77 f v ^li-e^t ( 
mmmz&m-r ^edg-2 k 4 * a zvm t <om&& 

*mtmtZ>1k&m*tzlZ^<7)^ © (i) xy 4 >zf*/>- 1 -■>) >m z? zi ± 
*r<vmt (ii) SS^iJ#-^: 5-C*S*L*T5yHWEy!lfcR|--4L.<tt|HtWHW 

-<7)7$y mm z ^edg-3 ^m®., % <rm&< yrvttzitzom 

i-T/»t3tttfottk (ii) gE^j#^- : 9T?»**L«r^yBMWIfcw-4 

L < tt*JtttfcH-©T 5 J KBH E D G - 5 *<DW5t*~f 
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^-v: 13/ 



tt#i«-Mi^its^o, <d (i) 'r/7*^77fy>»ife 

it^r<o^t (ii) E?!)#-^: l -c^$*l*7< /mifi^Ji:!^— *> L< linswi: 

ig— O T ^ y m@e^'J Sr^i" ^EDG-2 f<DB^ 7>f- K * tz i±^r<D 

&£<0&&&$:mtZitZ>4k&®i1z&*<D^ CD (i) *7<r ^=f->^-i- 

»; >«*7feii-€-<?5«fc (ii) 5x~$tzti2>T5.ymmntm-~>b l< 

ti^wwt-ra— <t)t^ ed g- 3 -eoau^^ k 

J >=Tz/>- 1 -V >mitzlZZ<DMt (ii) @E^iJ#-^: 9-«$*U>7$yB6 

le^J t m— & l < (i^geutci^— r s y mis^J £^r-r& edg-5 

y?- K £ f ± <€- fc o^^tt £ ^fb £ « lb-^% ^d^^Iof 

[0 0 10] 

**K-Civ»?,ii« E D G - 3 SWi, m&m-^: 5t?^$tL5 7 5 7® 

EDG-2^, EDG-3^:##:i5ii^EDG- 5&##£l|ifcE 
D G t m Bf & & o 



ffilE#2 003-3112392 




#M 2002-361415 



«r, *uk«ii& mn. tte*nj& ihmmhl tin, ^> 

9>r»n>xmA, m&mm, ±&m®., n&mm, mmwmm 
, Wfeiu, iisitt, ftftiu («, 7^77-*;, t« n Bin 

« , Sttfe fflKffift. SMHfflliU jNlfi. 4HMft, ttfrffft, SJMUu 

fimmtm (gi-iod . mmmmmtt (cx-i, g i - 1 1 2 ) 
(lx-i. Gi-117) , mmmmm (gi-i 02) % * 

ar, is, fio^fffi: («, mm®, ±mmmm, mm, wztm, 
miT®, mm, imm, mmm, mmm, mst. «kk. m 

mm) , mm, rm^, w, mm, mu stm, t&m, ww&, 1©^ 
#«, w*. &;t> m^w («, ,m) , mm. >m, mm, 

mm, mrum, ^mm, mnmm, m^m, m%, mm, $m, mm, * 
, mm, *fc»jfli^o«»*L<i**©«Mwft me 

L, Ml, CTLL-2, HT-2, WE H I - 3 , HL-60, JOSK-1 
, K5 6 2, ML-1, MOLT-3, MOLT-4, MOLT-10, CCR 
F — C EM, TALL-1, Jurkat, CCRT-HSB-2, KE-37 
, SKW-3, HUT-78, HUT-102, H9, U9 3 7, THP-1, 
HEL, JK-1, CMK, KO-8 12, MEG-OK^) 

[0 0 1 lj 

B8lfc**LT, WHIZ, »5 0%J&Jt, ff*L<tt»6 0%J£Lh, i0»4 L< 
ttlb 7 0 $ 6 L < 8 0 %J0Uh, L < lift 9 0 % 

bj»* : i ~c$ifc> ztizrsy mew t mmm i^-or^ ^gs^j 
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eh* & & « e d g - 2 t i= n Koistt *irr a * g & w 
w»* : 5 -?mt> £ r ^ j mm t mm® Km-orzy mm* z m 

■fZ>EDG-3^frtLT^ B3I**: 5«*>*tL*T5 y*E 

E?!l*e> ft * E D G - 3 SWfc JUTOKIW OffiS**? * 9 
ft* L^ 0 

mm?* : 9 -?mt> £ fth r < y ohb?ij t n jc » tcisj — ot < y mmm * iir^ 

t4EDG-5$«#ttTli, «*MT, : 9t«^?^7^iiE 

EW*fc ft * E D G - 5 t KEKW^WKO jStt**-^* * ^**ft ^ 

(«, ftO. 01-100*,ffiL<tt»0. 5-20^ i^JL 
[0 0 12] 

E D G^mfct LT 14, ( 1 ) 12?iJ#^ : 1 . @B^ij#-^ : 3 . : 5 , 

E8I#* : 7 , £*|#* : 9 , ge?ij## : l i x~mt> ztiZT^y Wm\*<o i 

Sfcl4 2«l± («P4L<tt, l-3 0«», * L< 14 1 ~ 1 OflgJ* 
> 3&fc»iL<t4M| (1-5*) ) OT^ym^^LfcT^y^E^ ( 

2) I2?iJ#^: i, @b^J#^-: 3, 5, SS^iJ#-i- : 7. E^!)#^ : 9 
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sm) ) <dt $ swimmLtzT < sww&u (3) w&m^-. u wmm^: 

3, w&m^: 5. 7, Wfrm^: <K 1 it^?^ 

T<ym@fi^iJ^Ol$/i{i21@m± (»iL<li, l~301®^Jg. iWtt 
<(il~10^E, Zh\ZftH L<imm (1-5^) ) ^)T^i»7 
^ SWi-CW&ZtifzT $ yWtm?L Ztzlt (4) Ztht>ZM.fr&t>-£fzT $ JW. 

[0 0 13] 

, C*^#;w-K*v;i^ (-C00H) , *w>yW). (-C00-) 

(-CONH2) ttz&^XTfr (-C00R) ^motUK 
idtx^r^^ft^RtLtli, Mx.ff> y^;K n-/nt> 

-^-Ci_ 2 T;v^;i/S^ l<{i a -t7f;Mf^^^ff-t7f;v-Ci_2 

WWZtitkj&Lfzini'? S^S^'n^t,* * v^Lt^^o, 3W3<7)y y 
®U:OS&& -OH. -SH, T^y*. * 3*^/-**. -f 
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C2-6T** / -f ^ C i_ 6 T if) *lt>>* « *> 

[0 0 14] 

EDG-3m©*ft«tLttt, E8I#-?: 5 T 3 

UEDG-2§W(Genbank accession ** U8 
08 1 1, B i o c h em Biophys Res Commun 1997 
Feb 24; 2 3 1 (3) : 6 1 9 - 2 2 ) fcE***iTV>*&ai«>* >,< 

5^EDG-2Sfftli(Genbank # NM 0 5 3 9 3 6 ) Kffi 

UEDG-3^#tt (Cell 1 9 9 9 Oct 29;99 (3) : 
3 0 1-12) £ffi4S£ftTV*&<£^<^ i^^g-^,^ 

7^EDG-3^(in-)tt(Genbank # AF1849 14 
) £ffl^£ftTV>&<2r£n?>^ >/^@-e&& 0 

tfEDG-5ff#li(J Biol Chem 1 9 9 9 Dec 10 
;2 7 4 (5 0) 13 5 3 4 3- 5 0) K$m$ tlT \* 9 z,, 

o 

5^EDG-5»i (Genbank # NM 0 17192) Kf3 
« $ ftT v^<2r^D<7) ^ j£-e& & 0 



£tiSE#2 0 0 3 -3 1 1 2 3 
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Vim* *> E D G£##£ a - K-T * D N A ««m@feft:****-« - 

[0 0 15] 

: 9 t-^^ $ r ^ y beh* ^^edg-5 SWott^ y^- k 

m V**ttt*titim»**tr«7+rT***. K*tt (Hydrophobi 

9 < 4 2 0«Lt % «F $ L < a 5 0«Lh. * QKS L < tt 1 0 0flJB 

MtttKra-OTSyBEaifctt, C*i&T5>>Bim*7 0%Jaj:, 
L < tt« 8 0 %J8Lfc. $ Kff * L < *m 9 0 %JJU U ft t #i L < tt« 9 5 % 



tfJiE#2 003-311239 
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& o 

[0 0 16] 

> l-10«Slt, ZblZ&*L<te&m (1-51®) ) <DT<SWitfX&U 

zmt t<fii~i ommm, $*>K#tL<wam a -sum ) ^r^y 
WMmu *or^yaiK^i|ioisfei42*ja± (»*t<i*, i 

ifcfc^r^Kiicsw******/^ (-co oh) , * W y W 

h (-COO-) , T ^ K (-CONH 2 ) ttiMMv-* (-COOR) T*o 

^ 0 io«4*aTn, mhi (Hilar, mm. v>at, Aft*xm 
. aat) fcott, wm. /n^^ 7 ^ 



ffitE#2 0 0 3-3 1 1 2 3 




2002-361415 ?J 

LTtt, ^i(f, JilT^a) ~e) HBftS *fc2fifc*W& *i 

a) M. Bodanszky i$XZF M.A. Ondetti, K >»*y^ (Peptide Synt 
hesis), Interscience Publishers, New York (196630 

b) Schroeder&J^luebke, *f ^?<f- K(The Peptide), Academic Press, Ne 
w York (196530 

c) mSM^fe, ^^K-fr*©*aifcmft, AS* OHO (197530 

d) &»mm ^k^^«a»ffi u *>**K<oiims, 205 

> (197730 

[0 0 17] 

E D G *x-F-t&#VZ?U*?-VbLXi±, _fcj 2 L E D G 

«r3-K««HfelB^ (DNAI TtliRNA, ^L<liDNA) fc^Tf * & 
OT^tLlfi/^^^^ot^oTt £v> 0 R«KV#* V*^Kfc LXii, EDG 
$tft*3-KnDNA, mRNAfORNAT^^ r*it*ot^ - 
*«-e*otUv». -^IIDNA, -^URNAt^iiDN 

A : RNAOA^'J y Kt*U^ (1-&fc*>, 3 

o 

r«fPCRt^«5l3?^j 15(7), 1997|3«fcO^O^rfe4fctt-e-*nciitCfc*ft 



ffiIE# 2003-31123 
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21/ 



Wti-eiotU^. ±13Lfcmt:fcfcmi*J:9totalRNA£fc 
ttmRNAH^«rWI*L/itO*M^Tiifl»Reverse Transcriptase Polymerase 
Chain Reaction (£IT, RT-.PCRfefc^n) K£ oTiiipIl"^ i t & 

E^J#^- : 3 -e^*> ztizr^y mem* <b&&EDG-2 t mtwtcra 

fiE?>J#-^ : 8t?^fc$;fc*&afeE^J*r^1-&DNA^N>r;* h y h 
fc&#T^>f /V^XnDNAitU @e^iJ#-^: 5*fcliE3WS-: 7 

EDG-5£#f*£3-K1-&DNAfcL-Cfi, ^Jif^ E3«-5§- : lOif; 
*iK8l#*: 12t^$^tiE?ij^tf§DNA, *fcttE3W*: 1 

1 1 -e^*>$*L*r^ ^»j^t)^^EDG- s&mfct&Mmzmn 

miE# 2003-3112392 




#M 2002-361415 y 



: 2 , g^j#-^ : 4 . : 6 , wm^ : 8 . spy*? : i 0 

nft*frTWyy^Xt4DNAtLttt, «x.tf, EH**: 4, IS 

?0#^: 6, 8 . : ioi/:Wjff: l 2TM&b**t* 

«attEWt»7 0%JSLh, #*L<ttft8 0%ja±, J:W*L<l±|&9 0%ja 
±> »6lCff*L<l4ft95%J^O*Httt*t*«ilWt*tt*DNA 

[0 0 18] 

* *n-->^ (Molecular Cloning) 2nd (J. Sambrook et al., 
Cold Spring Harbor Lab. Press, 1989) KfB!*02f&& £>fcft 0 ? CI t 

4 0mM. ffSL<a»l 9-2 0mMT, fi»5 0~7 0t, #4L<tt 
ft 6 0 - 6 5 TJO^t^t, #K N * h i; ^ Ajftft^ ! 9 mMTim 6 



mfE#2 0 0 3-3 1 1 2 3 



#12 0 0 2-3 6 1 4 1 5 

9x~mt>ztL&T $ ymmtifrhzzt bEDG-5^##£n- 

A& Wffiv><b*t& 0 
[0 0 19] 

D G ^ K £ a - K-T £ D N A * & ** ItTtt * < , R N A 

S7>f«b^-,f^^ W K (*K) *n~>ftLfc, **v»ttft£ 
9&o fU^f'J^WK ORB) «U EDG§tMfe?(7)RNAt;N 
2> ri\ ^^^liEDG RNAt ©ffiStfsffl ^LTED G^#5tf5 

EBI Ad # V h\ JitlfEDG RNAi K ^ 

teimmtzmmT~$>2> 0 mm r*tt&**j m^^^tz^^v^^-Y, 



ffiEE# 2003-31123 
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EDG»#ifcttfo«H^fif (jar, ^EDG^mat 

Kf^DNAO^n-r>^gt ED 
TJi«^a^ *^«4»S*^^^-t=j|ll*a^DNA*EDG5»»0--« 

o t «w x 1; ^ ~> a > j; o rawi-r* ci t ^-e ii a Mry^* 

~ ,>3:/W • *n-^*r (Molecular Cloning 

) 2nd (J. Sambrook et al., Cold Spring Harbor Lab. Press, 1989) fcfiBtt 

[0 0 2 0] 

•^-ttDNA^RNA + KJUU^ii;* J: ^ »*»^7'J 

IIDNA. -*«DNA, -^IIRNA. -*IRNA, SfcfcDNA : RNA 



fflfiE#2 003-31123 
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m mx.ii, t*v*j>, v5u>%?) £}#o*><^ *w- Mtfr fc («jtwr 

^^MliiSiHo j; ^ i ^^^-C^t^Wo ;Uf:f»(i 
[0 0 2 1] 

$»7>ft^.,f.J^WF mm) tt. RN A, DNA, 
Wi*f*$*.fc«BI (RNA, DNA) «C**o IW»**t^4la»oj||WlfcbT 

^ ^*«tta«»-e|fe#<»e»*tT*5, J. Kawakami et al., 



J±5fE#2 003-31123 
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Pharm Tech Japan, Vol. 8, pp.247, 1992; Vol. 8, pp.395, 1992; S. T. Croo 
ke et al. ed. , Antisense Research and Applications, CRC Press, 1993 

(t>3fp-r ^i?^i< * »; z?><dx. 7 =& # y * ^ * t offish 4: 

- K j&*Wo*l;& 0 «H0 3' 38ab&v*tt5 

' *K ^W^i/iyKi^^U#t 

^WHEfl$*L7t4r^«yyffi<0*-e, -x.^rV^V'T-^ RNase4^ 
^ti^l&W^^y^^V^-^K (0L DNA) oUI^SriqilWi-Sifcj&^S&O 

m k # it %> <o d n a * htz& <Dmmm * v * 



ttifiE# 2003-31123 




#M 2002-361415 



[0 0 2 2] 

(«U^y^K*3- KtiDNA) 

us i >t: cdna, ±fg t am®. t tz itmmm^ cdna?^? 

^Reverse Transcriptase Polymerase Chain Reaction (HkT, RT-PCRg 
t± , E D G - 2 ^fc<DM$"* ^Ktn-KnDNAtUli, 

(1) MH^iJ#^: 2*fcf±Gft#*: 4T«*>S*t*ttatI8?«t'M"'t*DNA 

(2) B&W*: 2tt:WEpm*: 4-C**>S*t*tt«EWIt-M"r*DNA 

E D G - 3 K* a - DNAt Ltli, « 

(1) E?iJ#^: 6£&UEai#?: 8T*fc*it*«HI«EW*«a**-*DNA 

(2) E8I#^-: 6$£liEH*-9-: 8"«*>$*L*aaiK?Bt^ri-4DNA 
fc'vfXM; >yxVh^#T^^'j^XnDNA^U E?U#^ 
: 5SfcttE8l#3-: 7T**>$*L*T5yBIE^e>af*EDG-35»frt 



£B1E#2 003-31123 



#12 00 2-3 6 14 15 ' 

E D G - 5 MH*O«05^ K * rr - K ? * D N A t L X f i , M x. If, 

(1) KFg*^: 1 Ot^Wjff ; i 2-«*>$tL*«atE^t^r^ D 
N A ©flWMftafeEfll * ^ri- & D N A , 

(2) £81*?: l OSfcttEH**: 1 2-C**>$*t*aU6E3?g«:^^ D 
9Sftlil9tH: l l^i?StL47^*EJJ^44EDG-5S 

ie?o#^ : 2 , @5^J#^ : 4 , : 6 , e^y*? : s , es«^- : i o 

itzim^m^r: 1 2 t^$^H@e^j^t^DNAi:/WX h V >y 
x> >4*ft^^r'J ^XtiDNAi LTtt, MpLIZ, @fi^J#^-: 2, B5 

?<j#-f- : 4 , E^J#-^ : 6 , : 8 , mw&$ not tzitmm-^ : l 

^T1"£ D N A f^ffi v> £> 0 
[0 0 2 3] 

fc*H-*$fcfl:ji. EDG^ff, ^Sv^EDGg^ 

[0 0 2 4] 

( a ) *y^n-t /l^b^jS^mof^jR 



ffiiE#2 003-3112392 
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^-v: 29/ 



«>J:v\, S#iia^2~63i^t3ilDl-fo, ff2-l 0 Hl^^f &*>*l& 0 Jiv> 

o 

^ C*-f (Nature) „ 2 5 6%, 4 9 51 (1 9 7 5^) ) izfe 

)V (PEG) **>^>f ^ri^ffe^*;**, »SL<liPEG*«Iv» 

fimmmmt l-ci±, ftix.ff, ns-i, P3ui, sp2/o^t^w?) 

*t*a*, P3U1WJL<I^^ 0 fflv^tL-6«:ft:jg^«WSl ()3M«) 
ftfc#«IMBJ^Bfefco»4Lv*jfc45til : l~2 0 : ieart?*»K PEG (ff 
£ L<ii, PEG1000-PEG6000) ^10-8 0 %5gJKO»ff-e«in 
&2 0-4 Or, 0* L<fi&3 0-3 7^^1-1 0#HK>*.a^ 

[0 0 2 5] 



m§E#2 003-3112392 



QfcM 2002-361415 



0 ^Jx.{^ 1-20%, til<lil0~2 0%O^^gjflirt^^t P RPMI 

1 6 4 0«*, 1-10 %04ttJU»*£-feG I T^ife (ftftHXXflt «*) 
) *fctt'\>f:/i; K-7««ffiMLmM (SFM-i o l, b*«x (*) ) 

t:-c** 0 ***mi^ at5B-3aw, #*t<«*i an- 2 aw-c**. 

[0 0 2 6] 

(b) 9xi->}-ji%tft<omm. 

& (flU DEAE) jB»*ft % Y 

>\> *> mm, mmm^mn t tz « ? u 7- 4 y A * * v» « 7°* ^ «r > g * ^ osHtw. 

[0 0 2 7] 

*«jft«^ft*ff mvimm-h e d G£##*ic*tt- sue**** 



tbiE# 2003-3112392 



mm.2 002-3. 61415 



<*- 9 J\ 31/ 



fiJfc-e^y-r >ll:#U »0. 1-2 0. $?£L< f±ft i ~ 5 7* 

a*«j2-6ai#^iiBi-ro, it^tj 3~io mum^r* § * 0 

-2> o 

[0 0 2 8] 

EDG ^ EDGm*a-Kt4DNA (JttT, «HB<DDNAfc* 
[0 0 2 9] 

( 1 ) e d G&mfcvmm^&izmm'rzmB^M . 



miE#2 003-3112392 
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ZZ-tfrh, a) EDG^f, ttzltb) EDG§fMn- WDNA^ 

iz\±*fL\zn-tz>Vify Y<OSEM^mimn-^%^ (EDG^»^S) 
Mh&^ajhfrK, a) EDGff#tiIfi:S4U EDG§»i^i 
5feLfc«K b) EDG£##£n- K1"& DN A 

**W± (o) HMLt%&fflmKEDGg:m£Z3- yt%> 
DN A ^r}f A L5HB$*fc^K, KIIj&*lk&#t::&K-*-* it^^io r, 

1-&fc>*>> EDG£#fc£fcfcM*S&9§ODNA«\ ^-dgatteSrSE D GS 
Wife. WRttWfeJfeSfettWttffMo^KF • i&*»Jfc LttfflT*4 0 

a) EDGm ifcttb) *3&HJiODN Ate. *5*fcJSCT«* 

fctt«»«^*^O«^©»T^fiftD»K|tffl-C*« 0 -0ajx.^ a) EDG$ 
f*U<(iIL2 0, ifcttb) ^H^ODNA^r^a^m^^tL^,^ 
offifk «c£>J, M^H. ^h^;k KrAftl, $5e*»k 



ffiSE#2 003-31123 



!&m 2 0 0 2-3.6 1 4 1 5 ^- 

im h tl& X o iZ-t h i> <DX$> & o 
[0 0 3 0] 

m\, *7*»M%tizm*ui-zzttfx^&mm}tLT^ mm, ^ 

$ h izmmvx 9 %Mtimfc*^mi-z zt&x£z 0 &Motz®<Dmm®.i&w 

mmmm ^t^mmt^mm^^^t^^mMmmiz^x^i-^^ 
ttfx&& 0 &!ftm<DjkmwLt LTti, ^ax(i\ ^s^7K> t-k^h^^o^ 

% *>&wmisma m, ^ , jy;^->8oTM > hco-so 

) 4iffcffflUUK LTfi, Mx.!^ *S$j&^*H^ 

ttz, ±m=$>m - mmm*, mm, mmm mm, vymmmmm, &wt 
th'j^Aitt) , mmm mm, mt^o^^-?^, i^ D *^ 

) > «^S0 mm, ^>^;V7;i^-;k 7x7-;^^) „ BMbBfrihaUfcfc' 

i©i ^ k tTtttfts^ii^ftttt-c**©^ mm, bh^nifL 

MM* ?»K K^A 7*, *~>. *a % ^ -9- 



ffiiE#2 003-31 123 
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^-*J: 34/ 



*tt*£**, SPS40^ (6 0 k g t 

LX) fc*sv»TI±, -BKogfto. 1-1 OOmg, ffJKlifel. 0-5 
Omg, J:9#*L<ttftl. 0-2 0mgT*a. #NiD»fcia#i-*»frtt 

a*> ffirwao^-ettaiMittf, (eokgar) 

K*v>Ttt, -Hfco§*>0. 0 1-3 Omgm »4 L<{±|^0. 1-2 0 
mg6£, «t»?0tL<(i»O. 1-1 OmgMfcWR^Ki 9 

5W»^t?** 0 6 0k g^jto^jf L^a*s#-r*«r 

mmt&z*^ mnig&*>m*, -mntzm*.&. mmmmt&£& (eok g 

tLX) Ki3V*Ttt, -BKoifco. 1-10 0m g> ffiKliftl. 0- 
5 0mg, J:»Jjf*L<tt#&l. 0-2 0mgf^ o ^ip^;g4t^ 

a««uo»T?tta#«ittf % mMttMUf- (eokgat 

) K£v>Tf2. -HCo||!,0. 01-30mg®t,ffiL<li|&0. 1-2 
0m ^ L<J±»0. 1-1 OmgejR«r#Mffilt^J:0lK#1-« 

[0 0 3 1] 

(2) *»W©DN A *iv»4^iSJXt^iJft 
*»K tfifeliiUJftft 77h, t*;^ t:^^ 7^ 

3-Kt«DNAiftlimRNAO*# (Sf^H#) fcftffli"* i fc#>Cft « 
O-e, 01 A If, RDNAifcttmRNA©«», * V*I±«3M£T«\ 

KDNAIfcttmRNAOlSlDJbS wm®Mg> 4 if O ttxTOtfftj t T^ffl 



ttiaE# 2003-3112392 
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^-v*: 35/ 



$ & o 

[0 0 3 2] 

(3) *»l«07>f-k>^DNA«:^tU4*|^| 

*%W<D T > f-^ D N A If, EDG ^tfWiflfyf&^fc ffc&B?- & £A 

D NAif;li7>f^>7DNAIiv^ ±BOjl^HWDf Ji> #>J x. 
ff, <2r£qo/ — / V ^ ^ v 3 c R - S S C P i£ {Y J \ y ? 
X (Genomics) , #5%, 8 7 4-8 7 91 (198 9^) „ ^oy-y>^X 

(Proceedings of the National Academy of Sciences of the United Stat 
es of America) , t8 6t, 2 7 6 6-2 7 7 01 (1 9 8 9^) ) & ¥lZ «fc 

SfcteH-*-4jfcA, ttrcfltffcffittift^ wife. mm 

*&A2 tt*tt*Mefc*A L T ^Tffitt#»v» * fc«±J»3lMIA1-**riett 



ffiiE# 2003-3112392 
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^-v*! 36/ 



[0 0 3 3] 

(4 ) E D G&m£<0%mgL*mkZ-£2>it&®V>A ? V 

•tzfr-bs *5tmz, mar, (i) vm%Mm<o (d (2) # 

(3) Mfl^^^|L7ta^^L<«J3a, ttzit (i i) 
tt* E D G%:mfc<Dm R C i: K X 2> , E DG^# 

[0 0 3 4] 

E D Gf»mR N AM:<7)®mmfc&)lzl±&T<7> X 9 LT*t&? o 

(i) IE#^^v^±^B^T*;^t: M«¥Li&% (fjilf, 77K * 

•9-*\ t7y\ 7-^. -9-;v&t\ x *) M?®-mzimm-?>y * 

0»l^£mRNA£#imu #|;LJi\ TaqManPCR^^ 

(ii) EDGgm£*5£^zfem&mft*±u<D*mzfe\,>ftmu mm 

O ^> o 

E D G^OMi^M$tSMiO^ ? 9 - - > ^Ji, 
~ 1 2 B#F«, J: 9 $f t L < 14 1 B#F«~ 6 ^IB«t) *> L < tt-£B#IRJ& ( 3 0 

3 0^ Sf * l < t± 1 ^ram- 20m. * t < « 1 isra&~ 2 4 b# 



ffi|E# 2003-3112392 
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fe-feftmmfflk ( 3 o frik^ 3 aik ff z l < i* 1 2 b^, * 0 $ 

t < ti 1 mm&~~ 2 4 B# mm) , mK^^EDG^^cDmRNAfi:^ 

(ii) ^m^^mm^m^^mmmt^m^^Km.^^:^ 

-&ZWtm& ( 1 B^~ 7 ff * L < tt 1 H«- 3 Bm, i Off* L < 
[0 0 3 5] 

(n) E D G$##oHSi*«^$*-5 i t »: J: 0 , 

mmmmmmte * mm § * & -c * & 0 

JllrtCa2+» »WcAMP41, »cAMPM «ficGMP4 

c-f o sOffm-ft, -SHfc#USIjg£, aijfei&tlu ffirfH=*G*w< 

^®R h o^>R a cOfgttffcu ^77f^H;yh-^ (PI) 3 3^-- tr 

«aWS5|ni«cfiH4 * if 5£ * tt, EDG 4r ittSfti" -5 

»*fflJI^»ete*^$*S*k^«\ E D G§^4lgtt*«^?-fr* 
±12* * 'j >^&-c#?>*l& E D G£#flU9|&5l4£g^k$*&'fk'£i» 

miE#2 003-31 123 
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^-v: 38/ 



[0 0 3 6] 

mm 

[0 0 3 7] 

(6) E D G$g#t y K 1 (73^* K T 

E D G - 2 y KttmEDG-2 

**T**LliWWRjg$*L ft v^ % Milt 'j'/7«77f^l (lysophos 
phatidic acid (LPA) ) * Wffinfc tL^> 0 

E D G - 3 SSfcfc**?-* y K t LTtt, E D G - 3 ft 

Gm-cktLtimKm&ztLki,^ mus, xy*>xs,>-i- v>m (phin 

gosine-l-phosphate (S 1 P) ) t fcii*<DM% Mv» £>*l£ 0 

E D G - 5 i; *f > K t E D G - 5 5HW*fc*#*-*ft 

«r-e*Ktf«pK:Rs6s*Lftv^ ^7-f>^/-i-» j >|| (phin 

gosine-l-phosphate (S 1 P) ) £ fcte^omfc *l& 0 

«ft***ft** («*|* fi^jftr^h^ ifett^i t |, 



ffi§iE#2 003-3112392 



#M 2002-361415 



•^-v: 39/ 



[0 0 3 8] 

1r^%, (i) E D G§g#:i L < li^«Myf 

<om. mr> edg^^) y *r> k t«r»»$*?t»^fc go edg 

miHCa2+mm, WcAMP^, iMcAMPm »cGMP4 

c-f o sOffittft, -BMkJft»^ % jgjfeStt, H^IG^Wn- 

^fRho^Ra cO§M> ^7 7f^KyyK;i/ (PI) 3 i^—tf 
«tt, pH©fiT4ir«riKlii-*«tt*fciijqit||-f-j6jgtt, WJcitL^ofitt*- 

[0 0 3 9] 



miE# 2003-3112392 
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-^-v: 40/ 



'J^KtEDG t Of^ft * g£f t $ * fb£^ £ 14 -e- coiao x ? y - 
(ii) I1U:';**>K^ EDG^#^^1-^,|fflJ}gf 7t{««oMilj 

^-^ife t , Lfc »; try Kfe J: rj^j^b^fc e d g^#^-^- 

zztizx^ xmmm± iz&m uedg $ ^hl/;- 

tbzx^ xmmm± icsm l/:edg ^mmzmm $ & tt a . m l 
tzv if y v<d e d g & * l . z>zt*mm.t'$-z> 
y ify FtEDG&mfrt<Dm&&zmft2^zit&®tfzi±^<D)&<7)x?v ~ 

(iv) EDG£##£^1£4b1-Mb^ ';#*>K&a ^EDGf 

O^igHb^ £ E D G £ & tt Kg^fe $ *ttz m& K & It & , lz-tT 5 

* - £ ^ L £#ffl« mr£& £ M5e U ib^1~ &£££#|&£:1-&y:2f>K£ED 

(v) EDG£##£f£ttlb-r£4b^ (M;tJ*\ y#>K&a **%W<D 
D N A fcH^ £ * mm-t 2>ii^io T »Mt± Kiim t E D G 

gmmzmmmttzWf&t , e d c^##:^^mbi-^^%i5 * tmRftett 

* *&n o d n a £ * MMtmmft * tgm-t * ^ t t,z x o xmmm± iz%m 



tB!E#2 003-3112392 
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>*: 41/ 



$ * & ffc-g-fc 1 tz it ^ <Dm.<D * ? >; - - y yjffe % J^ttf £ o 
[0 0 4 0] 

E D G§f#^^t^ *> <DT~$>tum*l<0 iWotU EDGff 

^^W*t3- Pt-*DNA»fM-KI4«»DNA*»Mv^#L*^ j&rt* 
£*Uc$IJ^$*t&&OT*fi&v\, Mx.f^ it^»rtf-*^J&DNA£tfv>T&J: 
v*. EDGWffta-K«DNAHffr**±«i**JBit:»AU *fib*1b 

t-Mi"^>^#^|#:^<^^f (nuclear polyhedrosis virus ; NP V) O^V^ 

F^-n^^;^-/n^-^- S R a f n * - * - & ^oTtffc fcfc*&tr 
iff Lv>o ^ L/c 1/^7°^- (7)4 tK<^^(±^tt^#^<7)^-r^f -5 it 
01*. tf> CNambi, P. *f • V . . ,U *u*J1j 

(J. Biol. Chem.) ,267^, 19555 -19559H, 199230 KSB«© 

LTf*. ^^ctoTHSL/cEDG^T^otU^U EDGt 
[0 0 4 1] 
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42/ 



ft* Lv^ 0 

ti&mfi-VZtZ^io «©t^tLtli, Potter-ElvehjemM** 
v^-f if-X-mmzn Vm-r^fe, 7- «; ytT-fV^y-*?'**) h n > (Kinema 
ticattM) <7)J:l.i^ ^^ICJ:^>^# N y Vy^-y'V^ t*X~1)tiJ±L*tfb 

X)vfrhm& ztizx %>m$% z&mw *> tt^ 0 

LTfflv^tL^> 0 mz-tf, MmiimWLZ&& (500rpm~3000rpm) 

xm&? m m 1 1 0 ^) at^ u ±?»sr $ ^ehs ( 1 5 0 0 0 r P 

m-30000rpm) T®1ir 3 0 #~ 2 R#H83i^ U *L£ft^£jg|®53^ 

E D G^^Mt^il^lMffWE D G^##<7)*f4. 1 Iffl^/i *) 
1 03~l O^TO^^^liK, 1 05^1 Qlfr^X*$>Z>(Dtf%m.XlbZ> 

[0 0 4 2] 

±tfio (i) ~ (iii) zmffi-f&tzftKte, mz.it, mmteEDGgmfcrnfr 
t , mm l tz >; # > K^g?-c* & 0 

t(4> rafov^r^K^t, v^f-^if^m3t^ffl^t^^i-o 



ttliE#2 003-31 12392 
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: 43/ 



mmLtzv fry Yt Lrti. mmLtzv fry itt^'j vr-runt 
^Kt'tm^btiZo man c 3 h] , c 125 n . c 14 cd . c 35 s] 

mmi-z titz y fry Kfc v> e> 0 

, X ^ 'J - i > ^13 Lf:^* 7 7 7 - - t !U f)EDG^Wp* 
IStSo pH4-10' (UK(ipH6~8) <7)'J>$^ 

777-, h 'J * -&Bfc;* 777-=5?^'J*^Ki:ED Gf#*t^4:S 

§WC, CHAPS> Tween-8 0™ (^£-7b7^li) . v^rh~>\ 

Df7--bTJ:^EDGf^V^> Wll^x.^@W-ePMSF, n^f ' 
^.y^y, E-6 4 (^7^ KWSSBrSO > ^7°X?f>^^7*nf7-fe*PI 
f^J^Dt-Sit^flSo 0. 0 1 m 1 ~ 1 0m 1 ^EDG$fM»^ 
— 5e* (5 0 0 0 c pm~ 500000cpm) (DilL/c'J K4rJ6ftlU 

mmzi o-4m~i o-ioMosy^'fk^**^$^r*o ###n$*££-* (ns 

£J&liftO'C~5 or. M£ L<{±|fj4t:~3 7*C"e, &>2 0#~~2 4B#f§k 3 

;n'-;77-«i tz&, ffv* mmm&Kmpt & wnMm®. * *» v - 

3 y * *7 y ? - itziiy v y * ~ x-nm-t z> » JiJfr*- & v»«r<g-o 

(b 0 ) frbwmmm&m (nsb) *gi^*^>h (b 0 -nsb 

) £1 0 0%a/;H, (B-NSB) mm, 5 0%m: 

[0 0 4 3] 

±.m<v (iv) ~ (v) <D-%m*?m"rzt:*>K^ mx-&, u-t^-^w^ 
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&\zwk*m$%\,*mm y ~7 t icsai u mm:*** z *mm tt-^ 

ttfX&& 0 

U&.lk&tyl b LTfi, ^y^- ^^v??^ K14<t;^> 

i^ft^%> %a£u£«K »itiji, mmmm., mtommmmm* z&m^ 
t>ti, ztibft&wi*mm.w\:&y>)x$>-3x$>£\,*u »^t*ot^ 

$ titzik^m L<m\t*tD*iZ 0 ED Gg^OMteBfe^^Mlfc i Zf 
[0 0 4 4] 

mVjm*&TF<D (1) ttzli (2) v*. 

(1) ttrlB (i) ~ (iii) <DX?V-—>mfeX7F%tiZ>s<('( >T<( >r • 

(2) (a)|^^lll:EDGf§#!:ttf^tti:g)5!6$^ ±iBLfcffllll& 



mtE# 2003-3112392 
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* b d Gmmti MikcinH * »t & , edg 

[0 0 4 5] 

V ify KtED G^t^tt^tf^^^{^!|i/ d ^^^ ^ , ; 

-->myHi, EDGMPfls EDGSifrmniJfiSfclison 
o JH® # £ £ *> <7> & & 0 

i. xw--y?m i im 

(1) fl^Itttftd i ^^ift 

Hanks' Balanced Salt Solution (^:/3*fcS) ^ N o. 0 5 vjfll?»T;V 

(2) EDGS#^p°n 

EDG»#tftas*ftCHOi»t 1 2?c:7 0 l— Hr5Xl 0 5^i/^ 
"CUftU 3 71C, 5%C0 2 > 9 5%air"e2H^«U^ 0 

(3) II'J**>K 

rtriE^ C 3 HK [125IK C 14 CK C 35 SD ^t^iiUcV 1f> K 

(4) y 3ET> K«HHjft 

Utf^KfcO. l%^>JfiL?fT;i^3- > (~>^tt«) mPBStlmM 
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^-v : 46/ 



[0 0 4 6] 

2. 

(1) 1 2 Jt^fffl / P- > ( ; tJ |f E D Gf ffUSC H Ott*, 

1 m 1 -C 2 H*»Lfc«, 4 9 0// 1 ®tt^ft*ft*«ftK2llIx. 

(2) 10-3-1 O-lOMOIOWb-e*^* 5 ^ 1 ftl*.fcfk Mm') if> K* 5 

flHR';*->K*0.2N NaOH-l%SDSfIjSU 4ml*y^f 

M^U Percent Maximum Binding (PMB) 5:^:O^:-^^i6^> 0 
PMB= [ (B-NSB) / (Bq-NSB) ] XI 00 
PMB : Percent Maximum Binding 

NSB I Non-specific Binding 

b 0 : m±m^m 

[0 0 4 7) 

ft** * fc tt * «>tt tt , 'j^KiEDG oit *te * ^ft $ * z> ftm £ 

m-rzft&®'C&«), JMW&Kitt, (l) H:^^^iLtiMS[gt^ 
■t&ik&m (v>ktf>*, EDGSSfttJtnr^h) , (2) inn 

3) , ;*^Ka:EDG^##i:0^^^ii^^'fb*%, **v>fi (4) y 2f 

> k t e d g t <d&&jj itm&mtz tt&mT*$> %> 0 
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^-v?: 47/ 



e d G&mm^n-rz r =r-x h±, ed G&mtfuzn-tz y k^-t* 

E D G$##ic^-T 4 T > * =r- * h it, ED G^^t^i-^ y ify YOfrti 

%mmt Lx%mx$>& 0 

V KfcED G^##t Ojfe^ *m>^Mt&m\t, E D G^#K*f 
[0 0 4 8] 

(7) E D G^#t 'J #y K tO^^f (rrT-^K T 

y vtEDG^fct<D&&®LimkZ j £2>lk'£'®) (r ^-^ k 

t Lx&m~rzw,'&te, ±MLtz x i %i%m^mzftivxmMbi-2> zt&xz 

[0 0 4 9] 

y 9 Z> v» li* 7 n ^ h y - & tic J: & 5&g& t^l&E-r & £ £ § & 0 
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*D 6 2 , V y X • 4 y • x. > V* J >?-J (Methods in ENZYMOLOG 

Y) Vol. 70 (Immunochemical Techniques (Part A)), Vol. 73(Immunochemi 

cal Techniques (Part B)K 1*1* Vol. 74 (Immunochemical Techniques (Part C) 
K Vol. 84 (Immunochemical Techniques (Part D: Selected Immunoassays) 

K Vol. 92 (Immunochemical Techniques (Part E:Monoclonal Antibodies 

and General Immunoassay Methods)). |WJ# Vol. 121 (Immunochemical Techniq 
ues(Part I rHybridoma Technology and Monoclonal Antibodies)) (iik±^ TfiT 
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o 

[0 0 5 0] 

( 9 ) mmm k & »t & e d g s^#*>ji * ^ $ * & fta* © * ^ y - - > 
ft 

k&wz e d g %m*<v mzmkmt&ft&mox tnzm^z z t 

(i) ^KMAIUMfrO (a) (b) 4t&eMk (c) 

*t * e d g * ti * © »^ yfK^mib:u, mam t * it 

4 E D G S^#<7) ft £ ^fc £ ^ £ ^ ^ ^ _ - 

(ii) EDG$»frS:»3B-r*^KIEJftfr***L^ «^lli^^#^t 

> fflfiJKH^^tt&EDGSlFfr^Jli-JSifc^J:*, iWI&JRtw*»t* E 
D G^teoa^ftS^aft^o* ^ i; _ - > 

(iii) ^fcbttflJMfeo (a) jfiL$U (b) #£<*>HS^ ( c ) R&*fe-¥ 

G^^^fllEi-s £ t K i 4, HBfl&JRJCiJit* E D G£§#<3* 

(iv) EDGWfr*rjmf*»Jt«aiff*»«-fcLfc||, ftftJfefeifcfcfljH,* 

> «MSUR±OEDG5£»fr*»Bf *itKiJ:4. ftttjRK*»t«EDG£Sft: 

[0 0 5 1] 

«UWm*W E D G5»*©3e»l±JMW5fcttJaTO i -5 LTff «r 

(i) jEni^tt^^,,^^ * 
^3r\ 79^ -9->ufc£\ x *) &&&}Kl*mffi'W x 

tbSE# 2003-3112392 
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^{±M^^#g|L7t&^, &*v*(2J|lll&*ft& 0 »S>*ifcK», iBJi^M 

Wilf, b'n>X100™ 7^-V2 0™*^) $£>K^I># 

^tti&W'fr<DZ.t*^7 0 iM#^tLT{i, Potter-ElvehjemM^^e 
yt'ff-tlS^LItM, >r7U>y-*tfV hn> (Kinema 

ticattS) 7 W^^V^^if-cjpjBEL***^ 

tTfflv^tt-?> 0 fflmmfcZffi& (5 0 0 r pm~3 0 0 0 r pm) 

x-mmm i o#) st^u ±»* (i 5 0 0 0 r P 

m~30000rpm) Tii#3 0 55*~ 2 l$H»'fr U %h ti&ikmZWmfrt 

(ii) EDG$W*fmt-*^KISSM**±|BO^rife^fl&v^«L, «JH 
[0 0 5 2] 

* h^A&¥*-5-z.2>-fem$m (3 ~2 L < 3 0^M 
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- 1 2 mmm. x t) jgps l < a i b#p^m~ 6 Bt r«) & t < n-%.mm ( 3 0 

3 Bm, £f $ L < (4 1 B#r B m~ 2Bt, J: «9 03: L < (4 1 BffSJH- 2 4 B# 

p^£) ^ t^{4^j$>^>v^4#swx Yuxtmm~®Lmk<£-mz&5-L, 
l < f4 1 Btr^m- 2 4 ^p H m) > m$iK£tt£ e d g^^*^^*^^, c 

(ii) ^^#*#^^v^*^^^«^b^^^>^^?ii^^^ 
-t^B^SI^ (lBt~7Bt, &$U<(ilBt-3Bf, 4*)03:L<f4 
2Bt~3Bt) , fflmmz&lf&EDG%:mtt-<Dm;*7£m-f2>Z tl,z£ t)ff% 

(iii) JE-gbZ^imB^T^t hm%W}^J (0Jx.tiT, t^*, 7^, 
>^*\ H7y\ ^f* N 4 0 A^lft (4$»;£ 9 y 

Lfc«K, (M£{4, m, *m%?) , 

(iv) e d G5^«^t«^m^miiv«tp9ttofii:i t & c t 

[0 0 5 3] 
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*^*«MI«iStt*iiai$**fl:^ (n) *UMlc*»**EDG£#lt 

wwwiiistt * *s* $ -e* t±, e d g %Mte<n>!mm i ®L * w&-r *> tz 
mmmmmmn * mm $ * & *± , edg g^o^s?^ * «^ $ ^ 

[0 0 5 4] 

#x.<b*L& 0 t7t^oT, »J^^^tt^»EDG^##:(7)»^Mb$-^«?)<b^ 
fi, EDG£&flco*|CT£KHCT«M4>?Kr • tttimt LTffl^£t*» 

fflx.^ J3&t£ E D Gg^#0;B£^fc£^£ffc£^j±^ EDG^f 

o 

[0 0 5 5] 

(11) 

tt*^T-t&*^tt, EDGft^F^t^y^tMEl, EDGgg 
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&x£& 0 

[0 0 5 6] 

(12) *t^<7)DNA#A»^I 

[23 *t Msa»%**ry««(%-e**» ci] mm<DM®, 

[4] ^H^^^DNAt^li-eoggMDNASr^L, m^M^K^X 
*l&WO^*ttDNA^^tt^-03ESDNA*^1-&^H hPi?Li!>t> (&T> 

Xf7«tn:J: «9 a«fct*DNASr*At4iti:J:otftfiltSit# 
§Wtti**W^*ttDNAS:iAU if JC5RIfflf* 

•? *§§93 <D D N AS A» Srf^tb^-S iHt'i^o 
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^-v: 54/ 



ttz, lim^ryfit, (tfflxf^ tt^tlt, C5 7 

BL /6M, DBA2M^i:\ 3tmmtLX, B6C3F!^, BDF^ 
m, B6D2F^«, BALB/cm ICR^^) ttzl&vvY (#j 
Wi s t a r, SD&£?) Lv> 0 

[0 0 5 7] 

> ^^H&i?) T^C^O. JWfclftK^ m^O#SD, ffeCO&^O 

i^DNAatli, ll#&EDG3t##£fim2^£DNA£mU « 
DNA&^TBv^tt&o 

oTfi, ^DNA*Ift^mT^31$-^d^7 0 n^-^-(7)-irrLtC^L^DN 

n a * £ -e- & i§^\ ^ ft t ttmmm^mw oDNA^tn 

if) ^DNA^i^^i&iyn^^-^ Ti ^ $^©udn 

CO D N A *%mL-$ -SDN A*AHf?Lffil# - t iPT? # Z> 0 
[0 0 5 8] 
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^-v*: 55/ 



(b) &mm%m® (th, 

>X7^7—*£, MfiMSB?^, 7-7f>Kl, K 1 Ofei^K 1 4, 
37-r>II*J:^I II, y-<i*V ^AMP^Wf^t- -t£/? I 
^hn70, I^SSt7WV7^77^- ir\ <t>9 
7"- h V AflJ^teH^ rtjfeV-fey^— f-n'>>^f^— tf (— i e 2 fcBfc 
. tMJ7A*'j^A7f^»3V>If« (Na, K — AT P a 
s e) , -a-D7^5^>fgg(, ^^n^-^-^xr ^I^itM I A, j* ? n 

MHC*?*IJfc« (H-2L) , H-r 
as, Kw<5 >0-7fc8Mfc#3R, Wto^**^--* (TPO) 

> ^fK«BtH?lir (BF-1«) , fiT**>, a&*Vfi$**s>* 

m, $*Z'>mmi&£zP2^ $^v>mm*>'<*K^ fn^nyy>, Th 

y-K *^nr«j>, HftTO* (VNP) % jfc#75D-fKP3>#-* 
>K ^^nii- A hn#->c> sffeffiaTtf-y, 7"l/7nx> 7 7 7'J 
>A, /<y7 , V'>V4^7 , n^^-ftif^t ) i l<5o &^T-*>, ^r#T-iS 

Hi^l a (E F — l a ) <75^n^e-^- N thfeitJfiyfij ^T^v^n-^ 
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[0 0 5 9] 

0^ lifllfi^RNA J: i9<2r^no^m: t) MUZ ttfzlfcffiD N A * %M t 
T^iRflit £f£ShJ- & £ t &X § & 0 

d n a ^^^^-t^> -r t zmm lt, tDN A&mmm t Lxm^ommm. 
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o 

[0 0 6 0] 

*%m<7)JE1%DNA*mir2>Wt MtlLi&^fi. ^m<7)lE^DN A^^ 

vmmjcmfc*?, e d G^:m-mmmi-^mB^mmmm<Dmm^ xv?ztit><D 
mmomm^mo^m ? z t ^mx$> & 0 

-if, ^m^^m^D-^A^-r^M Ym%mm\±, 3m\zx*)$v%k 

& D N A £££fc#*H- ^ELTiDN A^®^ t L TSUtO^WSt 

Mi. It^DNAIf^taotMt^it^i^o ^ffllP 

ftmf\&(D£:Xt l zj£&-f2>X7 KltUZK&o DN A^A^^m»<7)JE^» 
iz&^x^wvmgDNA-bmft-f&ztit, fc&mmvtT&^x^cDWg- 



tbiE# 2003-31 12392 
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x mm&<o^x K*nwo*t dna ^-r ^t^t & 0 *s&^ 

[0 0 6 1] 

$*?>*LT*5!K F«3^ttOjE1!fDNAO«fi6SrM-r*itJCJ: Dfc&ftfcED 
G 5r#*o«gfe?FfettS^JE&^ £ t ») % * TVWMfe £ LTfU 

fflnit^tl^o iill *^<7)IfDNAiA»tl^^T, EDG^ 

£fc> ^#W^JMnri6ttt LTfi. ^OlfDNAH»ftli, ED 
hlE1&V*79~9>j*9&a>1&fffl&£. (dominant negatived) Sr^i"^ 

mm* ?v--y ynj&K & mm *smx*$> & 0 

(b) ^fWODNASAfttO^iitfODNAt L< tiRNA^It^^ff ^ 
tf\ tfcttDNAKJ: ^a$*i3tEDGSS#*MtSitt:J:5, EDG 

J: 0 & <i fStfrft?- & E D G o 

(c) DNA$:tt§»»*I$»tMta d*L«b*H£ 

(d) ±IB (c) SE«0«Bfl&*fflv^ifc^J:*aifeo«|g*ie5ie>*J:-5*^ 



mtE# 2003-311239 
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^-"5>: 59/ 



o 

D N A * * - £ ffl v > T . EDG S#ffc&* H** * © D N A ft* 
[0 0 6 2] 

(13) ;^7-) Mfrtr 

C 1 ) ^ODNAWM$^:^t MmUtt«K#«MSi, 

C2J SDNA#l/*-^-lfef :*d&Mj*© *£» 

ffilE#2 003-3112392 
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^-v: 60/ 



(93 vv-mmmi?^*j7,x*hz>m m ^iBmo^n hpf$tt&%, 

ci 03 1£ [73 mkit&m*®i5-^ v*°-?~mii=f-<7>5k 

I^&^ffflJ^/K L< (i^DNA^n- K LTV>& E D G^##;cDf£1££|!|J£ 
fitJtc^^-^^ £ t \Z X t) , D N A^gatitr E D G§##:c7>f^fg£;f $ 

«9^DNAIfi^iJ<7)-^X^gI5^iU^ iDN A ^JfAl 

frMt)&z-ft>Lfzy), 7v*-*-&&\s^t^*yy<7)mm*ffi.m.-r2>z.ti l z 

[0 0 6 3] 

N A^fcttft E S MM £ £ Oy^7-)>ES«i: *fB"f 

«ttTti. ix.lt BWfc + **tMlML»*#*i-&*»9i©DNA**ll 

ffiiiE#2 003-3112392 
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SrftfEfcfSIISfliHtafi^f'^ £>&Wi 1 a c Z (p-lfj? hy^-. tfjtfe=F 
)> cat (^n5A7xi3-mf;Ph7^7x7-lfjt^) 
i" & V *° - * - at^F^ * Jf A 1" * i fc 1 3 J: 0 j. * y y <d « f g& gyg 1" £ tf\ 

& < -r^, i t \Z ict, ^WfcflHST * «t 7 CiiL^DNA 

y-^yy^^ -ftmzmm l tz*m& d n aw^^^o dnaie^j^ 

T(i, flijxjf, mr^O<t9^gE^#3z:$^7t^^^ffl^r^«t < N ££<2r£n Eva 
nsi:KaufmaO^^mi:TifL<#jz:L^^OT^«tv^ 0 ^Jx(i\ v->x^)ES 

Wbfr%ESMJ&*imi-2>%F<DM&}X*mz.i*, C 5 7BL/6v-)^C 5 
7BL/60^|p»^^$S:DBA/2 ^fL^BDFiV 1 ? 
* (C57BL/6tDBA/2t^F!) *Mv^T»jZ Lfc & &£PK 

Kflnx-T, C5 7BL/6v^^^ff^o(7)T\ a»T#^fcES 
»im^T*;^i>^^HiL^:i:§, C 5 7BL/6v 7 xM^^n^ 
1" * Cl t T-e- oafiWflMft *C57BL/6^9*K:ft;S.*£fc 3WI6-C* & £ 



ffiSE# 2 003-3112392 
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[0 0 6 4] 

e smm<Dmm<7>m^mt lt(±, «£{f, p c Rmzx y^&#:±oi£ 
i oo%^^tv^ m^L<om<D^jmm^m<Dfm±mm^^^ esm 

n = 4 Or^^il) tH^n-^vmia^iU^ 

If, S T0«^jffljfe© i 7 41147 >f - ^-fflJfi±-eL I F (1-100 0 
OU/ml) «£Tt:iftBlt^*Mrt (#4L<tt, 5%JHMT*. 9 5%^i 
fctt5%#^ 5%^^, 9 0%^) t^3 7m«tS4^Mt 
#*U «f»fcl±, h'J^>V/EDTA#«[ (fit0.001~0. 

5%h'J7'y>/0. l~5mM EDTA, ftt L<i±mo. 
ImM EDT A) iiHi^Wtl, *ffcfcffi*Lfc7-f-^-MJSLtfc 

»*-r*^*44r*»te>*L& 0 ^©^^m m#i ~3 nmzft%7i)\ 
zwmizmmvmmitff^ ^mmzm^mm^^if^fitzm^t^omm 

ffiliE# 2003-311239 



#0 2002-361415 
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^O^y«W$«i^niri^!) CM. J. EvansXtfM. H. Kaufm 
an, *>f?-^- (Nature) #292%, 1545C, 1981^ ; G. R. Martin ^Dy-f 
^ >^ * tv3t^ • T#-r*5- • • ocy* . jl-^^jc- ( 

Proc. Natl. Acad. Sci. U.S.A.) ^78%, 7634H. 1981^ ; T. C. Doetschman 

7 * D ^ ^87^, 27Jt\ 1985^] . *^©E SWJ»*3Mfc$-*T»fc*L& 
*^^DNA^a^illi, ^ > tf h n fc;felt& E D G^mfct fzltEDG 

[0 0 6 5] 



At- J: 9 *-**yjr4 ^-^^ODNAW^mb^ttTtDNASS 
*f&WODNAtA*L»*>*fflra&jfeic.*$-fr-6ifcm: t), *HiODNA* 

v^^SmilioDNA^iSM^DNAE?iJi:%y7'f"7-i: L£ 
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[0 0 6 6] 

i-y^^H hBl?LS>t^J£^T, 3&iK : ?-ffimm&z.l~£. ^f^DNAH: 
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i-i?: 65/ 



mizmmx$>z 0 

[0 0 6 7] 

d4a) *$&m<DDii A<DX&*mm% zKfem^zmmizttLrmm • ¥M 
? v - - > tc & v> Tffl t> tL* #s&9! o d n a ftm^^F t v m% 

^Mit^mt LXit, mx.it, ^7"^h\ KM^t, & 

[0 0 6 8] 

mz?v-->rjfmz&\,*x, mmmzmkfc&mz&^tzWi'k, 
mmmvmBMVt&m i o %m_t, 0 $ l < 3 0 %m_t> i 0 » * l < 
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#12 0 0 2-3 6 1 4 1 5 -^-v 

m mx.it, mmm^m, ms-irc^ ih^ w franco* 

mm-m ^ & a t &x § & 0 

9 V - ~ > m&X% h titzik&m M&ZMf&LX^X i>&<, ntfk&to 

o&tLxn, &a*ttKMF3*L&ft m 
#jdsw*»* tottitttutt, «x.if, mx.n. mk, v> 

m*? u-^ >y-frmx~'&htLtzit<&miL fztezomz^mi-zmmte. mm 

JiBif'LSfr^ (fflx.lt, 7»yf, t^;*^ -t/WEy K ^-9-^ t7y\ t> 
v. *-*\ *rr, ,f* x yr)V%¥) \ZttLX%&--tZ>ZttfX%2> 0 

•jss*!***^ Kft-MrttiDtK^i- **t<a% -mmizfflx.it, mm 

M&WmBM (60kgt Lt) lz&\,*xi±, — Btcoi^O. l-100mg 
* #*L<tt»l. 0-5 Omg, il?$f$t<i±|5jl. 0-20mgW o 

^^:«tot^^*^ mmm^xiim-B fflx.it, mmm&w 

Mf (60kgtU) fc*5V>TMU -BKolHiO. 0 1~3 0mggE 
#£L<fii&0. 1-2 OmgiS, £t)ifr$L<imo. l~10mg*lj££ 
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mm&tt iz x «9 & o^$?$&^-e& & 0 imm^^m^ & > 6 o k g m tz 

[0 0 6 9] 

1/ *° - * - stfS^-^m * "t & Cl t •& W& t i" & *3&9§ <7> D N A H*f"f * 7° 

NA^V-sK-^-Sf^^^A-r^it^J: o ^rStt-fb $ *l % 

i 1 ^*^^ D N A C^f ^ "/n ^ - ^ - o$IJ|PTT»M L 2> <i><WJB^«b*L 

— t'itfS?- ( 1 a c Z) „ nTvtttT^:*/ 'J7U77^ - -tf*fci=- £ tt ^ ~> 7 
$H?|OD N A * - * - jH£T-eitlfe $ titz*&m<D D N AS&3&^£* t: 

ETK^-rao-e, i^#-^-at^F**3- F-?zwn<Dmm* v 

* fyf-b*l{E? (1 a c Z) tffilLtv^f^ EDG^fM 

k (x-gai) Tzp-ify? Yi/y--e<Dmmt%:2>nm*m^xm& 
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^^T^ftK^«t, v>mmm±m^m.m. (pbs) x- 

ga I *&&&&w.X\ mS^7t(i3 ft 3 0 53^rV>L 1 B#P^It>£ 

^tzik, «I**r 1 mM EDTA/PBSit«nuti:j;ot, /? 

> 1 acZ^3-Kt^mRNA^MLtUv» 0 

-Lie* ^ - - y mm *m^xnhtiz> it^m t tz *± z <?>m± , ±i e l 
ttwitv^ cio^^.h tT(i, wiif, mm, v> 

[0 0 7 0] 

E D GgmfovmLtiJZM U ED G$$#0«|fe*<smi-* £ t § & Of 
* Will 'EDGS^O«tt^»=M«-t*Jjim*^^|» • J&«f*fc*r©lg 

EDG^##oi&^^ifi^L. mis*7 o ?-?y^?womm*f>m-?&zttf 
B*fct±B#t*ft#4&tt, mitts mmm&*m. 
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[0 0 7 1] 

0kgHt) K*^Ttt, -BKo^o.l^ioOmg, *?*L<(i&l 
0~50mg, XW*L<imi. 0-2 0mg-C*4 o *ftD»iC^t 

a«5W©»-etta#«£*f, KSiNttMM (60kg 
tU) -BfcoSfco. 0 l-30mgm $fiL<liU0. 

l-2 0mg» **>#tL<fi*>0. 1-1 Omg^^^MffilttcJ:^ 
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[0 0 7 2] 

MHB»fci5V*T % ttfe 7</E ft^»*t**-C«*i-**fr, IUPAC- 
IUB Commission on Biochemical Nomenc 1 ature \z£.%> Bg--^- & & \, * ^ t££M? K is 



DNA 




c DNA 




aim 




t tfzitT 






: ^r-> 


c tfciiC 


: yh ( » 


u SfcfiU 


: 


RNA 


: V mm 


mRNA 




d ATP 


' T^ir ^c^yT -t" J t/ > — j) vas 


d TTP 




d GTP 


: t*^- +y^r;y >h y >^ 


d CTP 


: ft^yyf y>E y >m 


ATP 


: 77*/ y>E'J >M 


G 1 y 


: ^y ->> 


A 1 a 


: r^^> 


V a 1 


: /*y > 


Leu 


: n j -> > 


I 1 e 




S e r 


: *y > 


Thr 
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C y s 


: v^-r^f > 


Me t 


: 7^*- y 


G 1 u 


: F^? ^ >S£ 


Asp 




L y s 


: v 9 J> 


A r g 




H i s 


: ^7^-yy 


Phe 


: 7x^;i/77-> 


T y r 




T r p 




Pro 


: -fu v y 


A s n 


: t 7***7 ^fy 


G 1 n 




pGlu 




[0 0 7 3] 





CiE^J*-^- : 1 3 

h E D G — 2 3£##<7) T 5. 7 WWM%$z.~$~ 0 

imm^ : 2 ] 



t: fEDG-2 T < 7 fflgm *3-m c DNA «>&££?g £ 

o 

C@B?iJ#-s§- : 3 ] 

9 s> hEDG-2 §§#©7 5 y RK?lJ t^to 

•to 
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tmm-w: 53 

^^EDG-35S#©T^y»K3nj*a-Ki-*cDNAOtt36Ey!I**-r 

o 

9 y hEDG— 3 ^##<7)§&#T 5 y Bfeffi^U **to 

CR?!l#-§-: 8] 

7»bEDG-3 3HWM>«0>T 5 y m@B^iJ ta-Kt*cDNA OttEEBI 
CE2RI#^- : 9 3 

(BEW»* : 1 0 ] 

h E D G - 5 £^#<t> 757 HUGH *3-Kt*cDNA <a!k£E8l 

o 

C@e^!I#-t : l 1 3 

s$#o7 5 j mmyzm-to 

{Wfrm^ : l 2 3 

9 •? hEDG-5^(07^ ymE^iJ^n- Ki"* c DN AOttSEftl** 

to 

CK?!I#^- : i 3 3 

Cie?'J#-5f- : 1 4 3 

*jfceo i t?fflv^ED g - 1 ^mm^9-(^-<Dmmmm^mi-o 
m^m^-: 1 53 

ftitfl it««edg-i $&fMt -fu- mm&sm 

CE^J#^- : l 6 3 

mmm 1 t^v^ed g - 2 §t#i/7 * ^~©tt*EHi*«- 0 

CE^J#-f-: 1 73 
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mmm k«edg-2 ^mwm -f^-i^- <Dm.&mm zmi-o 
: 1 8 ] 

Cie?il#^- : i 9} 
C@fi?iJ#-^ : 20) 

mm i -effl v^Tt e d g - 3 ^.m-fem yjj-?- <Dm.mtm 
imn^ : 2i) 

mmm i -e^ v>£ edg-3 ^mwm -/n - y^it^se^j £^h- q 
c@e^ij#^- : 2 2 ) 

m?ms§r : 23) 

tmm-^ : 24) 

1 T-ffl v>£ E D G - 4 7°n - yoMifi^J £^-To 
: 2 5 ) 

i t°f v^ced g — 5 y 9 v - <7)^^@e?iJ o 
CK^iJ#^- : 2 6 ) 

k«edg-5 -7- vmmmp) zm-to 

C@B^!J#-^ : 2 7 ) 

1 X~m v> tz E D G - 5 yn- y oj&Sie^J £ ^1% 

Cffi^!J#-^ : 2 8 ) 

nmm it^edg-6 gm-fem -fu-*- (om&w,m z^to 
m?m^ : 2 9 ) 

mm iT*fflv^;EDG-6 gmfcm -r^***- <Di&mm *m.-t 0 
imm-^r : 3 o ) 

nmm i xm^rz edg-6 %,mfem rfu - ^<ommwm &^- 0 
mvm^ : 3 1 ) 

mMm i xm^tz edg-7 ^7 •?-<DM.mim *m~to 
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CIB^!l#-f - : 32] 
CE8I#^ : 33] 
C@e^J#^-: 3 4] 

im^EDG-8 7^-7- o&a&eyij *• a-r o 

[EflIM- 13 5] 

mmm 1 tfflv^: e d g - 8 ^t#i^7 v-oti^j^^t,, 

13 6] 

k«edg-8 &mtm fu - rottsiB^ **-t- 0 

C@fi^iJ#^- : 3 7 ] 

mmm 2t-^edg-2 79 >f £^-r 0 
cse^j#-^- :38] 

mmm 2 x-m^tz e d g - 2 7? t-om^i 
C@e^!i#-f- : 3 9 ] 

^WJ 2tfflv^:EDG-2 ^r##M 7n - foM.^Um £^1"o 
C@E?iJ#^- : 4 0 ] 

2T«EDG-3 7*7^- OtSE^lJ £ ^1" 0 

(iE?iJ#^ : 4 1 ] 

2T'^EDG-3 §#^77 -i v — C0^@5^J 0 

C@e^iJ#-^ : 4 2 ] 

2T«EDG-3 ^#-f£ffi 7n - T^i^B^iJ 0 
Cse^iJ#-^ : 4 3 ] 

mmm 2-ci^edg-5 ^m-fam?? ^ ^-<ommmn^m-r 0 
: 4 4 ] 

»M 2t«EDG-5 %:mtm ^'fT- Oi^g^iJ o 
C@B?iJ#-§- 14 5] 

t£»U 2 T-ffl ^ £ E D G - 5 ^ffcffl 7n - r O^Sfi^J *^1" 0 
[0 0 7 4] 
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It 

[0 0 7 5] 

&T<D9mmzt$\,*Tlt, MftAiE1WHft*OmRNAtt«-*ffl^ Taq 

V > Hr^-, ******** *©775y-KJ|W-* ftftftfe 

^alfe^Ol&a^^^SrjSWf-r^o *«fc*5^TMU 3 8 4 Ttri— h Zm^X 
* IKlG^W^S^SV-fe^- (3 5 41) s ^nv>i; >HMfcHN*ai' 

*»GPCR«sfiLT, MAtfORL ; M x ; M 2 ; M 3 ; M 4 ; 

M 5 ' A i I a 2A ; a 2B ; a 3 ;*ia; «ib; a iD; 

«2A; <*2B; a2C; /? l ; £ 2 ; ^3 ; ATI ; AT 2 ; 
BBl; BB2 ; bb 3 ; B j ; B 2 ; C B 1 ; C B 2 ; C C R 1 ; CC 
R2; CCR3; CCR4 ; CCR5 ; CCR6; c C R 7 ; CC 
R8; CCR9; CCR10; CXCRl; CXCR2; CXCR3 
; CXCR4; CXCR5; CX3CRI; XCRi; C3a; c 
5a; fMLPlCCKi; CCK 2 ;CRFi; CRF 2 ;di; d 
2; D3 ; D4; D5;et a ; et b ;gali ; gal2; g 

AL3;mglui; mglu 2 ; mglu 3 ; mglu 4 ; mglu 
5; mglu6; mglu 7 ; mgluglFSH; L SH I TSH 
:H 1 ; H 2 : H 3 ; H 4 ;5-HT 1A ; 5 _ H T 1B ; 5-HT 
1 D ; 5-ht 1B ; 5-h t 1F ; 5-HT 2A ; 5 -HT 2F ; 5 

-ht 2C ; 5-HT3; 5-HT4; 5-ht 5A ; 5-ht 5B ; 

5-HT 6 ; 5-HT7; BLT! CysLTi; CysLT 2 ;e 
dgl; edg2; edg3; edg4; MC 1 ; MC 2 ; MC 3 
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; mc 4 ; mc 5 ;mti; mt 2 ; mt 3 ;Yi ; y 2 ; y 4 ; 

Y 5 ; y 6 ;ntsi; NTS2 ;dop; kop ; mop; no 
p; P2Yi; P2Y 2 ; P2Y 4 ; P2Y 6 ;P2Yh; P2Y 
12 ;ppar-« ; PPAR-/?; PPAR- 7 ;dp; FP; IP 
; tp; epi; ep 2 ; ep 3 ; ep 4 ; par i ; par2; 
PAR3; PAR4;ssti; sst 2 ; sst 3 ; sst 4 ; s 
st 5 ;NKi; n.k 2 » nk 3 ;trhi; trh 2 ;vpaci; 
vpac 2 ; PACi;v la ; v lb ; v 2 ; ot; Na+fn 
;v (^7*1 ; $ <i~7\ Y / 9 4~f\ I A ; I I ; SCLH/ 

NaG; PNl ; NaCh6; NaDRG; SkMl/^1, SkM 

2) ;K+fn;MKv; eag ; kqt ; irk; romk; g 
IRK; K A Tpf) ;Ca2+ft^(alG; «ie; „is: 
ale; a id; aiB; a i a; IP3; 'JTyy^^^-^ 

if) ;Cl"ft^^ (GABAa; GABAc ; ^'Jy>V-b^-;C 

ico; cici; cftr*^) ;«tt*ft>ft^ (nACh 
R; 5-ht 3 ; nmda ; ampa; p 2X atp; cng&£*) 

[0 0 7 6] 

^ifefll 1 H M£'^^-9->^ r 7A^gj!&tc^tt^G^>'/^^®^Ml/-b7 9 ^-E 
DG775 'J -^mRNA60^3Eg 

JEHtt: h^V^AjJHUg Cte^7^**±J; *)H£A) frb, Isogen 
(iy#y^-Vtt) ©v^aTiHa^ot t o t a 1 RNA^ISU 
o CORN A 1 fx gfrbmmwmmt ItSuperScr iptl iwmm 
m (GIB CO BRLft) *mi<\ i#OV-a7;W:toT4 2WEJfci 

ff^\ RB^Tm^^ y-^itmLxTEizmmLtz (rna ioon g / 

ti mm) o EDG775 'J-^mRNAMIttSe quence Dete 
c t i o n System Prism 7 9 0 OHTyXfA (7"/7^ M 

fc> ^tLOHr^-^HttBMitST a qMa n7n-7"^J:^7^ 



aj|E# 2003-3112392 



&m 2002-361415 



^-v: 77/ 



Express (PE Applied Biosyst 

e d g - 1 $mfc<ni&mm k a, 

5'- CCACCGACCCATGTACTATnT -3' : 1 3) , 5' -TGTAGGCTACTCCTGCCAAC 

AG -3' : 1 4) fciOTaqMan probe t LT5'-(Fam)- TTGGCAATCTGGC 

CCTCTCAGA -(Tamra)-3' (E3I*-? : 1 5) ^^ffiLfc 0 

E D G - 2 ii5' - ACTGTCAGCACATGGCTCCTT -3' (M&m^ I 1 

6) , 5'-ACCGTMTGTGCCTCTCGATT -3' (EftMPg- : 1 7) £J:tHaqMan probe 
t LT5'-(Fam)- ATTGACACCAGCCTGACGGCAT -(Tamra)-3' (8B?!)#-§- 118) 

E D G - 3 ^:##amffltC(i5' - CCGTGCTCTTCTTGGTCAT-3 ' (E?lJfH§- : 1 9 
) , 5'- CCAGATGGCAATX:AAAACC -3' (WSmtt: 2 0) feitfTaqMan probe L 
T5 , -(Fam)- TGCAGCTTCATCGTCTTGGAGAACCT -(Tamra)-3' (@B^IJ#-^ : 21) ^ 

E D G - 4 IC (±5' - COXXHX:MGAnXJTTGTCATC-3' (@5^lJ#-^- : 2 

2) , 5'- CAGGACATTGCAGGACTCA -3' (S?g#-? : 2 3) fciOTaqMan probed 
LT5'-(Fam)- TGGTACTGCTCCTGGATGGTTTAGGCT -(Tamra)-3' (Mffltt 12 4) 

E D G - 5 ^m^mmm K f ±5* - CCAACMGGTCCAGGAACA-3' (BE^J#-^ : 2 5 ) 
, 5'- AWJTTTTCCACCACAATGG -3' (E3I*-* : 2 6) £J:tfTaqMan probe t It 
5*-(Fam)- AATTATACCAAGGAGACGCTGGAAACGC -(Tamra)-3' (EyiJ## : 2 7 ) 

E D G - 6 ^f^mffl iZ l±5' - GMCTGCCTGTGCGCCTTT-3 ' : 28) 

. 5'- CCATAGAGGCCCATGATGGT -3' (EJW? : 2 9) * JOTatffan probed L 
T5*-(Fam)- TCTOCCCTCTACTCCAAGCGCTACATC- (Tamra) -3' (SB^J#^- : 3 0) £ 

E D G - 7 ££#tfctti/H i±5' - TGACTGCTTCCCTCACCAA-3' (BB?!I#^ 13 1) 
, 5'- GCATCCTCATGATTGACATGTG -3' QSSm* : 3 2) fciOTaqMan probe t 
^ "C 5' - (Fam) - TTGCTGGTTATCGCCGTGGAGA- (Tamra) -3 ' (ie^lj##:3 3) 
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Ltzo 

E D G - 8 %mi*%tmm K (45' - CTTGCrcCACTGTCTTGCC-3' (IER|#-5§- : 34) 
, 5'- TAGAGTGCACAGATCGCGG -3' (W^m^r :3 5) &«fctfTaqMan probe i: Lt 
5'-(Fam)- CTCTAC(X:CMGGCCTACGT(X^OTCT-(Tamra)-3• (E^Jff : 3 6) 

fcM<Dtztt><DKfcm±T a qMa n Universal PCR Mast 
er Mix (77*7 4 Y^A * v^-r AXft) ov^jL7;K:fv\ -ett-Ttt 
<£>G* >/^f^MH:^-oy7^v^ (0. 9^M) . (0. 
2 5^M) . cDNAt total RNA2 5 n gffi^Dx.tlf L/: 0 PCR 

5 0 X, • 2 £\ 951C-10 9 51C- 1 5#\ 60t - 1 

^;V&4 OEM^ILfco ^<7)^> tfjEf^t^^AlItlJEDG- 
ltW3 4. 4 2 0 5 n g total R N A. EDG-2gf 

<f$rt s 6 2 4. 7 2 6 3b-/2 5 n g total RNA. EDG-3fW 
1 7 6. 5 3 1 3t-/2 5 n g total RNA. EDG-4^W3 9 
6 3 ^-/2 5ng totalRNA. EDG-5^Wl 6, 4 6 8 rr b° 
V25ng total RNA. EDG-6^W ? 2 8 ^M-/2 5 n g 
total RNA. EDG-7§W7 2 2 3kV2 5 n g t o t a 1 R 
NA, EDG-8^^4, 4 8 0 nfcf-/25ng total RNA"C& 
o£ 0 t(iEDG^#7T ^ #}:EDG - 1 ^Mfe, EDG-2 

EDG-3fm EDG-S^^M-^^^^AlffllgOiilit, $f<7> 

[0 0 7 7] 

immm 2 ] mmffi&wm* -r^ ? ? v <o i~ & tt & e d g ^##m rnah 

4 2 ilt^ 6 8 ^IffrOW istar Fa t t y^<t ZFW i s t a r Lea 
y h i ^WMfc^aiU total RNA£Isogen 
>*fc) ^v^v-a7;H:L^tllLf; 0 total RNA 1 fx g 
^f>^>^A"7°7-r^-*fflv^T^¥aSt7to i^lSup e r S c r 
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#12 0 0 2-3 6 1 4 1 5 

iptll (GIB CO BRLtfc) ^ftffiU i#oyn h3-;H:L^o 
TBttS**, -^y~-;WtI£LT4 0^ 10TECjS*Lit, mRNAOMi 
<7)^»{C{iABI PRISM 7 9 0 OHT Wty^fAXti 
) £^ffiL£ 0 *MBfc«(BOfci&©:/?>f*v-J:T a qMa n probe£P 
rimer Expres s<7>@E?!j£ (7^7^ >VM *^fAXtt) SrfUffl 

CEDG-2^:##ffl] 
5' -TGTCCCTAGACCCAAGAGACTTTAG-3 ' {WM^ 13 7), 
5' -(K^X:CCCTTCTCTlTTCCAAA-3 , (HE?!I#-^ 13 8). 

5' - (Fam) -ATGMCTTGCTTGGTAGCCCCCATCTTC- (Tamra) -3' (BB?!l#-^ : 3 9) 0 
CEDG-3^#^ffl] 

5' -ATCTTGTACGCGCGCATCTA-3 ' {W&m^ 14 0), 

5' -TGGATCTCTCGGAGTTGTGGTT-3 ' (MffiSft 14 1), 

5* - (Fam) -TGGTCAAGTCCAGCAGCCGCAG- (Tamra) -3' {WM^ I 42) 0 

5' -GTTTGCCCGAGAGGGTTCA-3 ' (mjm^ 14 3). 

5' -CTTGTCTCTCGATGGCAATGG-3 ' (gfi?U#-§- 14 4). 

5' - (F am) -CTTCATCACGCTCTCTGCCTX)GGTCTT- (Tamra) -3* (mm^ I 45) <, 

fcM<D?ztb(DKBm±T a qMa n Universal PCR Mast 
er Mix (77*7^ Wt^fAXtt) (T>fu ^-;w:L^ot, 
7"^^- (0. 9 /zM) % T'n-T* (0. 2 5//M) „ t>7;VcDNA^ 1 
^ 1 *E&m\zMx.X\ well*fe!)20/<l tLtlfiLfe, AB I P 
R I SM 7 9 OOHTt^aSli, 5 0 *C (2#) , 95t (1 05» fc, 9 
5t: (15#) , 6 Ot: (15*) 0-9-^ *;l/£4 OUtff&ofco 

GAPDH^mRNA^ili, TaqMan Rodent GAPDH 
Control Reagents (VIC probe) (777-f Y^-i 

i^^GPCROmRNA^ii^GAPDH^HiifiiEL^ *<D 

mffiE# 2003-31123 



ftm 2 0 0 2-3 6 1 4 1 5 ^ I 80/ 

itittfg ; E7 , ;i'W i'star Fat ty9?h <DW$LKi$\,*X^ E 
D G - 2 E D G - 3 i^EDG-5 ^^HSfi^V^ d 

[0 0 7 8] 

Ren*] 

[Sequence Listing] 

<110> Takeda Chemical Industries, Ltd. 

<120> Novel Use of EDG Receptor 

<130> B02398 

<160> 45 

<210> 1 

<211> 364 

<212> PRT 

<213> human 

<400> 1 

Met Ala Ala He Ser Thr Ser He Pro Val He Ser Gin Pro Gin Phe 

5 10 15 

Thr Ala Met Asn Glu Pro Gin Cys Phe Tyr Asn Glu Ser He Ala Phe 

20 25 30 

Phe Tyr Asn Arg Ser Gly Lys His Leu Ala Thr Glu Tip Asn Thr Val 

35 40 45 

Ser Lys Leu Val Met Gly Leu Gly He Thr Val Cys He Phe He Met 

50 55 60 

Leu Ala Asn Leu Leu Val Met Val Ala He Tyr Val Asn Arg Arg Phe 
65 70 75 80 

His Phe Pro He tyr Tyr Leu Met Ala Asn Leu Ala Ala Ala Asp Phe 

85 90 95 

Phe Ala Gly Leu Ala Tyr Phe Tyr Leu Met Phe Asn Thr Gly Pro Asn 
100 105 110 
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Thr Arg Arg Leu Thr Val Ser Thr Trp Leu Leu Arg Gin Gly Leu He 

115 120 125 

Asp Thr Ser Leu Thr Ala Ser Val Ala Asn Leu Leu Ala He Ala He 

130 135 140 

Glu Arg His He Thr Val Phe Arg Met Gin Leu His Thr Arg Met Ser 
145 150 155 160 

Asn Arg Arg Val Val Val Val He Val Val He Trp Thr Met Ala He 

165 170 175 

Val Met Gly Ala He Pro Ser Val Gly Trp Asn Cys He Cys Asp He 

. 180 185 190 

Glu Asn Cys Ser Asn Met Ala Pro Leu Tyr Ser Asp Ser Tyr Leu Val 

. 195 200 205 

Phe Trp Ala He Phe Asn Leu Val Thr Phe Val Val Met Val Val Leu 

210 215 220 

Tyr Ala His He Phe Gly Tyr Val Arg Gin Arg Thr Met Arg Met Ser 
225 230 235 240 

Arg His Ser Ser Gly Pro Arg Arg Asn Arg Asp Thr Met Met Ser Leu 

245 250 255 

Leu Lys Thr Val Val He Val Leu Gly Ala Phe He He Cys Trp Thr 

260 265 270 

Pro Gly Leu Val Leu Leu Leu Leu Asp Val Cys Cys Pro Gin Cys Asp 

275 280 285 

Val Leu Ala Tyr Glu Lys Phe Phe Leu Leu Leu Ala Glu Phe Asn Ser 

290 295 300 

Ala Met Asn Pro He He Tyr Ser Tyr Arg Asp Lys Glu Met Ser Ala 
305 310 315 320 

Thr Phe Arg Gin He Leu Cys Cys Gin Arg Ser Glu Asn Pro Thr Gly 

325 330 335 

Pro Thr Glu Gly Ser Asp Arg Ser Ala Ser Ser Leu Asn His Thr He 
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340 345 350 

Leu Ala Gly Val His Ser Asn Asp His Ser Val Val 
355 360 

<210> 2 
<211> 1092 
<212> DNA 
<213> human 
<400> 2 



atggctgcca 


tctctacttc catccctgta atttcacagc 


cccagttcac 


agecatgaat 


60 


gaaccacagt 


gcttctacaa cgagtccatt gccttctttt 


ataaccgaag 


tggaaagcat 


120 


cttgccacag 


aatggaacac agtcagcaag ctggtgatgg 


gacttggaat 


cactgtttgt 


180 


atcttcatca 


tgttggccaa cctattggtc atggtggcaa 


tctatgtcaa 


ccgccgcttc 


240 


cattttccta 


tttattacct aatggctaat ctggctgctg 


cagacttctt 


tgctgggttg 


300 


gcctacttct 


atctcatgtt caacacagga cccaatactc 


ggagactgac 


tgttagcaca 


360 


tggctcctgc 


gtcagggcct cattgacacc agcctgacgg 


catctgtggc 


caacttactg 


420 


crctatteraa 


\c&z\&?i&&Cri mt t crcr ft t tmcrn^fcFr 




dCggdlgdgC 




aaccggcggg 


tagtggtggt cattgtggtc atctggacta 


tggccatcgt 


tatgggtgct 


540 


atacccagtg 


tgggctggaa ctgtatctgt gatattgaaa 


attgttccaa 


catggcaccc 


600 


ctctacagtg 


actcttactt agtcttctgg gccattttca 


acttggtgac 


ctttgtggta 


660 


atggtggttc 


tctatgctca catctttggc tatgttcgcc 


agaggactat 


gagaatgtct 


720 


cggcatagtt 


ctggaccccg gcggaatcgg gataccatga 


tgagtcttct 


gaagactgtg 


780 


gtcattgtgc 


ttggggcctt tatcatctgc tggactcctg 


gattggtttt 


gttacttcta 


840 


gacgtgtgct 


gtccacagtg cgacgtgctg gcctatgaga 


aattcttcct 


tctccttgct 


900 


gaattcaact 


ctgccatgaa ccccatcatt tactcctacc 


gcgacaaaga 


aatgagegee 


960 


acctttaggc 


agatcctctg ctgccagcgc agtgagaacc 


ccaccggccc 


cacagaaggc 


1020 


tcagaccgct 


cggcttcctc cctcaaccac accatcttgg 


ctggagttca 


cagcaatgac 


1080 


cactctgtgg 


tt 






1092 



<210> 3 
<211> 364 
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<212> PRT 
<213> Rat 
<400> 3 

Met Ala Ala Ala Ser Thr Ser Ser Pro Val He Ser Gin Pro Gin Phe 

5 10 15 

Thr Ala Met Asn Glu Gin Gin Cys Phe Tyr Asn Glu Ser He Ala Phe 

20 25 30 

Phe Tyr Asn Arg Ser Gly Lys Tyr Leu Ala Thr Glu Trp Asn Thr Val 

35 40 45 

Ser Lys Leu Val Met Gly Leu Gly He Thr Val Cys Val Phe He Met 

50 55 60 

Leu Ala Asn Leu Leu Val Met Val Ala He Tyr Val Asn Arg Arg Phe 
65 70 75 80 

His Phe Pro He Tyr Tyr Leu Met Ala Asn Leu Ala Ala Ala Asp Phe 

85 90 95 

Phe Ala Gly Leu Ala Tyr Phe Tyr Leu Met Phe Asn Thr Gly Pro Asn 

100 105 110 

Thr Arg Arg Leu Thr Val Ser Thr Trp Leu Leu Arg Gin Gly Leu He 

115 120 125 

Asp Thr Ser Leu Thr Ala Ser Val Ala Asn Leu Leu Ala He Ala He 

130 135 140 

Glu Arg His He Thr Val Phe Arg Met Gin Leu His Thr Arg Met Ser 
145 150 155 160 

Asn Arg Arg Val Val Val Val He Val Val He Trp Thr Met Ala He 

165 170 175 

Val Met Gly Ala He Pro Ser Val Gly Trp Asn Cys He Cys Asp He 

180 185 190 

Asp His Cys Ser Asn Met Ala Pro Leu Tyr Ser Asp Ser Tyr Leu Val 
195 200 205 
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Phe Trp Ala He Phe Asn Leu Val Thr Phe Val Val Met Val Val Leu 

210 215 220 

Tyr Ala His He Phe Gly Tyr Val Arg Gin Arg Thr Met Arg Met Ser 
225 230 235 240 

Arg His Ser Ser Gly Pro Arg Arg Asn Arg Asp Thr Met Met Ser Leu 

245 250 255 

Leu Lys Thr Val Val He Val Leu Gly Ala Phe He Val Cys Trp Thr 

260 265 270 

Pro Gly Leu Val Leu Leu Leu Leu Asp Val Cys Cys Pro Gin Cys Asp 

275 280 285 

Val Leu Ala Tyr Glu Lys Phe Phe Leu Leu Leu Ala Glu Phe Asn Ser 

290 295 300 

Ala Met Asn Pro He He Tyr Ser Tyr Arg Asp Lys Glu Met Ser Ala 
305 310 315 320 

Thr Phe Arg Gin He Leu Cys Cys Gin Arg Asn Glu Asn Pro Asn Gly 

325 330 335 

Pro Thr Glu Gly Ser Asp Arg Ser Ala Ser Ser Leu Asn His Thr He 

340 345 350 

Leu Ala Gly Val His Ser Asn Asp His Ser Val Val 
355 360 

<210> 4 
<211> 1092 
<212> DNA 
<213> Rat 
<400> 4 

atggcagctg cctctacttc cagccctgtg atttcacagc cccagttcac agccatgaac 60 
gaacaacagt gcttctacaa cgagtctatc gccttcttct ataaccggag tggaaagtat 120 
ctagccacag aatggaacac tgtgagcaag ctggtgatgg gactgggcat cactgtctgc 180 
gtgttcatca tgctggccaa tctactggtc atggtggcaa tttacgtcaa ccgccgcttc 240 
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catttcccta tttattactt gatggccaac ctggctgctg cagacttctt cgctggactg 300 
gcctacttct acctgatgtt caacacggga cctaataccc ggagactgac cgtgagcaca 360 
tggcttctcc ggcagggcct catcgacacc agcctgacgg cttctgtggc caacctgctg 420 
gccattgcca tcgagaggca catcacagtt ttccgaatgc agctccatac acgaatgagc 480 
aaccgacgtg tggtggtggt gattgtagtc atctggacta tggccattgt gatgggtgcc 540 
atacccagtg tgggctggaa ctgcatctgt gatatcgatc attgttccaa catggcgccc 600 
ctctacagtg actcctactt agtcttctgg gccattttca acctggtgac ctttgtggtc 660 
atggtggttc tctacgctca catctttggc tatgttcgcc agaggactat gagaatgtcc 720 
cggcatagtt ctggacccag gaggaatcgg gacaccatga tgagccttct gaagactgtg 780 
gtcattgtgc tgggtgcctt tattgtctgc tggactccgg gattggtctt gctactgctc 840 
gatgtgtgtt gcccgcagtg cgatgtcctg gcctatgaga agttcttcct cctcctggcc 900 
gagttcaact ctgctatgaa ccccatcatc tactcctacc gcgacaaaga gatgagcgcc 960 
accttcaggc agatcctgtg ttgccagcgc aacgagaacc ccaacggccc cacggaaggc 1020 
tctgaccgct cggcctcctc cctcaaccac actattctgg ctggagttca cagcaatgac 1080 
cactctgtgg tt 1092 
<210> 5 
<211> 378 
<212> PRT 
<213> human 
<400> 5 

Met Ala Thr Ala Leu Pro Pro Arg Leu Gin Pro Val Arg Gly Asn Glu 

5 10 15 

Thr Leu Arg Glu His Tyr Gin Tyr Val Gly Lys Leu Ala Gly Arg Leu 

20 25 30 

Lys Glu Ala Ser Glu Gly Ser Thr Leu Thr Thr Val Leu Phe Leu Val 

35 40 45 

He Cys Ser Phe He Val Leu Glu Asn Leu Met Val Leu He Ala He 

50 55 60 

Trp Lys Asn Asn Lys Phe His Asn Arg Met Tyr Phe Phe He Gly Asn 
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65 70 75 80 

Leu Ala Leu Cys Asp Leu Leu Ala Gly He Ala Tyr Lys Val Asn He 

85 90 95 

Leu Met Ser Gly Lys Lys Thr Phe Ser Leu Ser Pro Thr Val Trp Phe 

100 105 110 

Leu Arg Glu Gly Ser Met Phe Val Ala Leu Gly Ala Ser Thr Cys Ser 

115 120 125 

Leu Leu Ala He Ala He Glu Arg His Leu Thr Met He Lys Met Arg 

130 135 140 

Pro Tyr Asp Ala Asn Lys Arg His Arg Val Phe Leu Leu He Gly Met 
145 150 155 160 

Cys Trp Leu He Ala Phe Thr Leu Gly Ala Leu Pro He Leu Gly Trp 

165 170 175 

Asn Cys Leu His Asn Leu Pro Asp Cys Ser Thr He Leu Pro Leu Tyr 

180 185 190 

Ser Lys Lys Tyr He Ala Phe Cys He Ser He Phe Thr Ala He Leu 

195 200 205 

Val Thr He Val He Leu Tyr Ala Arg He Tyr Phe Leu Val Lys Ser 

210 215 220 

Ser Ser Arg Lys Val Ala Asn His Asn Asn Ser Glu Arg Ser Met Ala 
225 230 235 240 

Leu Leu Arg Thr Val Val He Val Val Ser Val Phe He Ala Cys Trp 

245 250 255 

Ser Pro Leu Phe He Leu Phe Leu He Asp Val Ala Cys Arg Val Gin 

260 265 270 

Ala Cys Pro He Leu Phe Lys Ala Gin Trp Phe He Val Leu Ala Val 

275 280 285 

Leu Asn Ser Ala Met Asn Pro Val He Tyr Thr Leu Ala Ser Lys Glu 
290 295 300 
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Met Arg Arg Ala Phe Phe Arg Leu Val Cys Asn Cys Leu Val Arg Gly 
305 310 315 320 

Arg Gly Ala Arg Ala Ser Pro He Gin Pro Ala Leu Asp Pro Ser Arg 

325 330 335 

Ser Lys Ser Ser Ser Ser Asn Asn Ser Ser His Ser Pro Lys Val Lys 
340 345 350 



Glu Asp Leu Pro His Thr Asp Pro Ser Ser Cys He Met Asp Lys Asn 

355 360 365 

Ala Ala Leu Gin Asn Gly He Phe Cys Asn 



370 


375 








<210> 6 










<211> 1134 










<212> DNA 










<213> human 








<400> 6 










atggcaactg 


ccctcccgcc gcgtctccag 


ccggtgcggg ggaacgagac 


ectgegggag 


60 


cattaccagt 


acgtggggaa gttggcgggc 


aggctgaagg aggcctccga 


gggcagcacg 


120 


ctcaccaccg 


tgctcttctt ggtcatctgc 


age t teat eg tcttggagaa 


cctgatggtt 


180 


ttgattgcca 


tctggaaaaa caataaattt 


cacaaccgca tgtacttttt 


cattggcaac 


240 


ctggctctct 


gcgacctgct ggccggcatc 


gcttacaagg tcaacattct 


gatgtctggc 


300 


aagaagacgt 


tcagcctgtc tcccacggtc 


tggttcctca gggagggcag 


tatgttcgtg 


360 


gcccttgggg 


cgtccacctg cagcttactg 


gccatcgcca tegageggea 


cttgacaatg 


420 


atcaaaatga 


ggccttacga cgccaacaag 


aggcaccgcg tcttcctcct 


gategggatg 


480 


tgctggctca 


ttgccttcac gctgggcgcc 


ctgcccattc tgggctggaa 


ctgcctgcac 


540 


aatctccctg 


actgctctac catcctgccc 


ctctactcca agaagtacat 


tgccttctgc 


600 


atcagcatct 


tcacggccat cctggtgacc 


ategtgatec tctacgcacg 


catctacttc 


660 


ctggtgaagt 


ccagcagccg taaggtggcc 


aaccacaaca acteggageg 


gtccatggca 


720 


ctgctgcgga 


ccgtggtgat tgtggtgagc 


gtgttcatcg cctgctggtc 


cccactcttc 


780 


atcctcttcc 


tcattgatgt ggcctgcagg 


gtgcaggcgt gccccatcct 


cttcaaggct 


840 
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cagtggttca tcgtgttggc tgtgctcaac tccgccatga acccggtcat ctacacgctg 900 
gccagcaagg agatgcggcg ggccttcttc cgtctggtct gcaactgcct ggtcagggga 960 
cggggggccc gcgcctcacc catccagcct gcgctcgacc caagcagaag taaatcaagc 1020 
agcagcaaca atagcagcca ctctccgaag gtcaaggaag acctgcccca cacagacccc 1080 
tcatcctgca tcatggacaa gaacgcagca cttcagaatg ggatcttctg caac 1134 
<210> 7 
<211> 222 
<212> PRT 
<213> Rat 
<400> 7 

Arg Met Tyr Phe Phe He Gly Asn Leu Ala Leu Cys Asp Leu Leu Ala 

5 10 15 

Gly He Ala Tyr Lys Val Asn He Leu Met Ser Gly Arg Lys Thr Phe 

20 25 30 

Ser Leu Ser Pro Thr Val Trp Phe Leu Arg Glu Gly Ser Met Phe Val 

35 40 45 

Ala Leu Gly Ala Ser Thr Cys Ser Leu Leu Ala He Ala He Glu Arg 

50 55 60 

His Leu Thr Met He Lys Met Arg Pro Tyr Asp Ala Asn Lys Lys His 
65 70 75 80 

Arg Val Phe Leu Leu He Gly Met Cys Trp Leu He Ala Phe Ser Leu 

85 90 95 

Gly Ala Leu Pro He Leu Gly Trp Asn Cys Leu Glu Asn Phe Pro Asp 

100 105 110 

Cys Ser Thr He Leu Pro Leu Tyr Ser Lys Lys Tyr He Ala Phe Leu 

115 120 125 

He Ser He Phe Thr Ala He Leu Val Thr He Val He Leu Tyr Ala 

130 135 140 

Arg He Tyr Phe Leu Val Lys Ser Ser Ser Arg Arg Val Ala Asn His 
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145 150 155 160 

Asn Ser Glu Arg Ser Met Ala Leu Leu Arg Thr Val Val He Val Val 

165 170 175 

Ser Val Phe He Ala Cys Trp Ser Pro Leu Phe He Leu Phe Leu He 

180 185 190 

Asp Val Ala Cys Arg Ala Lys Glu Cys Ser He Leu Phe Lys Ser Gin 

195 200 205 

Trp Phe He Met Leu Ala Val Leu Asn Ser Ala Met Asn Pro 

210 215 220 

<210> 8 
<211> 666 
<212> DNA 
<213> Rat 
<400> 8 

cgcatgtact ttttcattgg caacttggct ctctgcgacc tgctggccgg catagcctac 60 
aaggtcaaca ttctgatgtc cggtaggaag acgttcagcc tgtctccaac agtgtggttc 120 
ctcagggagg gcagtatgtt cgtagccctg ggcgcatcca catgcagctt attggccatt 180 
gccattgagc ggcacctgac catgatcaag atgaggccgt acgacgccaa caagaagcac 240 
cgcgtgttcc ttctgattgg gatgtgctgg ctaattgcct tctcgctggg tgccctgccc 300 
atcctgggct ggaactgcct ggagaacttt cccgactgct ctaccatctt gcccctctac 360 
tccaagaaat acattgcctt tctcatcagc atcttcacag ccattctggt gaccatcgtc 420 
atcttgtacg cgcgcatcta cttcctggtc aagtccagca gccgcagggt ggccaaccac 480 
aactccgaga gatccatggc ccttctgcgg accgtagtga tcgtggtgag cgtgttcatc 540 
gcctgttggt cccccctttt catcctcttc ctcatcgatg tggcctgcag ggcgaaggag 600 
tgctccatcc tcttcaagag tcagtggttc atcatgctgg ctgtcctcaa ctccgccatg 660 
aaccca 666 
<210> 9 
<211> 353 
<212> PRT 
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<213> human 
<400> 9 

Met Gly Ser Leu Tyr Ser Glu Tyr Leu Asn Pro Asn Lys Val Gin Glu 

5 10 15 

His Tyr Asn Tyr Thr Lys Glu Thr Leu Glu Thr Gin Glu Thr Thr Ser 

20 25 30 

Arg Gin Val Ala Ser Ala Phe He Val He Leu Cys Cys Ala He Val 

35 40 45 

Val Glu Asn Leu Leu Val Leu He Ala Val Ala Arg Asn Ser Lys Phe 

50 55 60 " 

His Ser Ala Met Tyr Leu Phe Leu Gly Asn Leu Ala Ala Ser Asp Leu 
65 70 75 80 

Leu Ala Gly Val Ala Phe Val Ala Asn Thr Leu Leu Ser Gly Ser Val 

85 90 95 

Thr Leu Arg Leu Thr Pro Val Gin Trp Phe Ala Arg Glu Gly Ser Ala 

100 105 110 

Ser He Thr Leu Ser Ala Ser Val Phe Ser Leu Leu Ala He Ala He 

115 120 125 

Glu Arg His Val Ala He Ala Lys Val Lys Leu Tyr Gly Ser Asp Lys 

130 135 140 

Ser Cys Arg Met Leu Leu Leu He Gly Ala Ser Trp Leu He Ser Leu 
145 150 155 160 

Val Leu Gly Gly Leu Pro He Leu Gly Trp Asn Cys Leu Gly His Leu 

165 170 175 

Glu Ala Cys Ser Thr Val Leu Pro Leu Tyr Ala Lys His Tyr Val Leu 

180 185 190 

Cys Val Val Thr He Phe Ser lie He Leu Leu Ala He Val Ala Leu 

195 200 205 

Tyr Val Arg He Tyr Cys Val Val Arg Ser Ser His Ala Asp Met Ala 
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210 215 220 

Ala Pro Gin Thr Leu Ala Leu Leu Lys Thr Val Thr He Val Leu Gly 
225 230 235 240 

Val Phe He Val Cys Trp Leu Pro Ala Phe Ser He Leu Leu Leu Asp 

245 250 255 

Tyr Ala Cys Pro Val His Ser Cys Pro He Leu Tyr Lys Ala His Tyr 

260 265 270 

Phe Phe Ala Val Ser Thr Leu Asn Ser Leu Leu Asn Pro Val He Tyr 

275 280 285 

Thr Trp Arg Ser Arg Asp Leu Arg Arg Glu Val Leu Arg Pro Leu Gin 

290 295 300 

Cys Trp Arg Pro Gly Val Gly Val Gin Gly Arg Arg Arg Val Gly Thr 
305 310 315 320 

Pro Gly His His Leu Leu Pro Leu Arg Ser Ser Ser Ser Leu GlU Arg 

325 330 335 

Gly Met His Met Pro Thr Ser Pro Thr Phe Leu Glu Gly Asn Thr Val 
340 345 350 

Val 

<210> 10 
<211> 1059 
<212> DNA 
<213> human 
<400> 10 

atgggcagct tgtactcgga gtacctgaac cccaacaagg tccaggaaca ctataattat 60 
accaaggaga cgctggaaac gcaggagacg acctcccgcc aggtggcctc ggccttcatc 120 
gtcatcctct gttgcgccat tgtggtggaa aaccttctgg tgctcattgc ggtggcccga 180 
aacagcaagt tccactcggc aatgtacctg tttctgggca acctggccgc ctccgatcta 240 
ctggcaggcg tggccttcgt agccaatacc ttgctctctg gctctgtcac gctgaggctg 300 
acgcctgtgc agtggtttgc ccgggagggc tctgcctcca tcacgctctc ggcctctgtc 360 
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ttcagcctcc tggccatcgc cattgagcgc cacgtggcca ttgccaaggt caagctgtat 420 
ggcagcgaca agagctgccg catgcttctg ctcatcgggg cctcgtggct catctcgctg 480 
gtcctcggtg gcctgcccat ccttggctgg aactgcctgg gccacctcga ggcctgctcc 540 
actgtcctgc ctctctacgc caagcattat gtgctgtgcg tggtgaccat cttctccatc 600 
atcctgttgg ccatcgtggc cctgtacgtg cgcatctact gcgtggtccg ctcaagccac 660 
gctgacatgg ccgccccgca gacgctagcc ctgctcaaga cggtcaccat cgtgctaggc 720 
gtctttatcg tctgctggct gcccgccttc agcatcctcc ttctggacta tgcctgtccc 780 
gtccactcct gcccgatcct ctacaaagcc cactactttt tcgccgtctc caccctgaat 840 
tccctgctca accccgtcat ctacacgtgg cgcagccggg acctgcggcg ggaggtgctt 900 
cggccgctgc agtgctggcg gccgggggtg ggggtgcaag gacggaggcg ggtcgggacc 960 
ccgggccacc acctcctgcc actccgcagc tccagctccc tggagagggg catgcacatg 1020 
cccacgtcac ccacgtttct ggagggcaac acggtggtc 1059 
<210> 11 
<211> 352 
<212> PRT 
<213> Rat 
<400> 11 

Met Gly Gly Leu Tyr Ser Glu Tyr Leu Asn Pro Glu Lys Val Gin Glu 

5 10 15 

His Tyr Asn Tyr Thr Lys Glu Thr Leu Asp Met Gin Glu Thr Pro Ser 

20 25 30 

Arg Lys Val Ala Ser Ala Phe He He He Leu Cys Cys Ala He Val 

35 40 45 

Val Glu Asn Leu Leu Val Leu He Ala Val Ala Arg Asn Ser Lys Phe 

50 55 60 

His Ser Ala Met Tyr Leu Phe Leu Gly Asn Leu Ala Ala Ser Asp Leu 
65 70 75 80 

Leu Ala Gly Val Ala Phe Val Ala Asn Thr Leu Leu Ser Gly Pro Val 
85 90 95 
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Thr Leu Ser Leu Thr Pro Leu Gin Tip Phe Ala Arg Glu Gly Ser Ala 

100 105 110 

Phe He Thr Leu Ser Ala Ser Val Phe Ser Leu Leu Ala He Ala He 

115 120 125 

Glu Arg Gin Val Ala He Ala Lys Val Lys Leu Tyr Gly Ser Asp Lys 

130 135 140 

Ser Cys Arg Met Leu Met Leu He Gly Ala Ser Trp Leu He Ser Leu 
145 150 155 160 

He Leu Gly Gly Leu Pro He Leu Gly Trp Asn Cys Leu Asp His Leu 

165 ' 170 175 

Glu Ala Cys Ser Thr Val Leu Pro Leu Tyr Ala Lys His Tyr Val Leu 

180 185 190 

Cys Val Val Thr He Phe Ser Val He Leu Leu Ala He Val Ala Leu 

195 200 205 

Tyr Val Arg He Tyr Phe Val Val Arg Ser Ser His Ala Asp Val Ala 

210 215 220 

Gly Pro Gin Thr Leu Ala Leu Leu Lys Thr Val Thr He Val Leu Gly 
225 230 235 240 

Val Phe He He Cys Trp Leu Pro Ala Phe Ser He Leu Leu Leu Asp 

245 250 255 

Ser Thr Cys Pro Val Arg Ala Cys Pro Val Leu Tyr Lys Ala His Tyr 

260 265 270 

Phe Phe Ala Phe Ala Thr Leu Asn Ser Leu Leu Asn Pro Val He Tyr 

275 280 285 

Thr Trp Arg Ser Arg Asp Leu Arg Arg Glu Val Leu Arg Pro Leu Leu 

290 295 300 

Cys Trp Arg Gin Gly Lys Gly Ala Thr Gly Arg Arg Gly Gly Asn Pro 
305 310 315 320 

Gly His Arg Leu Leu Pro Leu Arg Ser Ser Ser Ser Leu Glu Arg Gly 
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325 330 335 

Leu His Met Pro Thr Ser Pro Thr Phe Leu Glu Gly Asn Thr Val Val 
340 345 350 

<210> 12 
<211> 1056 
<212> DNA 
<213> Rat 
<400> 12 



atgggcggtt 


tatactcaga 


gtacctcaat cctgagaagg ttcaggaaca 


ctacaattac 


60 


accaaggaga 


cgctggacat 


gcaggagacg ccctcccgca aggtggcctc 


cgccttcatc 


120 


atcattttat 


gctgtgccat 


cgtggtggag aaccttctgg tgctaatcgc 


agtggccagg 


180 


aacagcaagt 


tccactcagc 


catgtacctg ttcctcggca acctggcagc 


ctccgacctg 


240 


ctggcaggcg 


tggccttcgt 


ggccaacacc ttgctctccg gacctgtcac 


cctgtcctta 


300 


actcccttgc 


agtggtttgc 


ccgagagggt tcagccttca tcacgctctc 


tgcctcggtc 


360 


ttcagcctcc 


tggccattgc 


catcgagaga caagtgercca tcerccaaercrt 


^ aa 5v L CIV-' 


420 


ggcagtgaca 


aaagctgtcg 


aatgttgatg ctcattgggg cctcttggct 


gatatcgctg 


480 


attctgggtg 


gcttgcccat 


cctgggctgg aattgtctgg accatctgga 


ggcttgctcc 


540 


actgtgctgc 


ccctctatgc 


taagcactat gtgctctgcg tggtcaccat 


cttctctgtc 


600 


atcttactgg 


ctatcgtggc 


cttgtacgtc cgaatctact tcgtagtccg 


ctcaagccat 


660 


gcggacgttg 


ctggtcctca 


gacgctggcc ctgctcaaga cagtcaccat 


cgtactgggt 


720 


gttttcatca 


tctgctggct 


gccggctttt agcatccttc tcttagactc 


tacctgtccc 


780 


gtccgggcct 


gtcctgtcct 


ctacaaagcc cattatttct ttgccttcgc 


caccctcaac 


840 


tctctgctca 


accctgtcat 


ctatacatgg cgtagccggg accttcggag 


ggaggtactg 


900 


aggcccctgc 


tgtgctggcg 


gcaggggaag ggagcaacag ggcgcagagg 


tgggaaccct 


960 


ggtcaccgac 


tcctgcccct 


ccgcagctcc agctccctgg agagaggctt 


gcatatgcct 


1020 


acatcgccaa 


catttctgga 


gggcaacaca gtggtc 




1056 



<210> 13 
<211> 22 
<212> DNA 
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<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 13 

ccaccgaccc atgtactatt tt 22 
<210> 14 
<211> 22 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 14 

tgtaggctac tcctgccaac ag 22 
<210> 15 
<211> 22 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Probe, labeled 5' -terminal with FAM and 3' -terminal with TAMRA 
<400> 15 

ttggcaatct ggccctctca ga 22 
<210> 16 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 16 

actgtcagca catggctcct t 21 
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<210> 17 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 17 

accgtaatgt gcctctcgat t 21 
<210> 18 
<211> 22 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Probe, labeled 5' -terminal with FAM and 3' -terminal with TAMRA 
<400> 18 

attgacacca gcctgacggc at 22 
<210> 19 
<211> 19 
<212> DNA 

<213> Artificial. Sequence 
<220> 

<223> Primer 
<400> 19 

ccgtgctctt cttggtcat 19 
<210> 20 
<211> 19 
<212> DNA 

<213> Artificial Sequence 
<220> 
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<223> Primer 
<400> 20 

ccagatggca atcaaaacc 19 
<210> 21 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Probe, labeled 5' -terminal with FAM and 3" -terminal with TAMRA 
<400> 21 

tgcagcttca tcgtcttgga gaacct 26 
<210> 22 
<211> 22 
<212> DNA 

<213. Artificial Sequence 
<220> 

<223> Primer 
<400> 22 

cctggtcaag actgttgtca tc 22 
<210> 23 
<211> 19 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 23 

caggacattg caggactca 19 
<210> 24 
<211> 27 
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<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Probe, labeled 5' -terminal with FAM and 3' -terminal with TAMRA 
<400> 24 

tggtactgct.cctggatggt ttaggct 27 
<210> 25 
<211> 19 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 25 

ccaacaaggt ccaggaaca 19 
<210> 26 
<211> 19 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 26 

aggttttcca ccacaatgg 19 
<210> 27 
<211> 28 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Probe, labeled 5' -terminal with FAM and 3' -terminal with TAMRA 
<400> 27 
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aattatacca aggagacgct ggaaacgc 28 
<210> 28 
<211> 19 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 28 

gaactgcctg tgcgccttt 19 
<210> 29 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 29 

ccatagaggc ccatgatggt 20 
<210> 30 
<211> 28 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Probe, labeled 5' -terminal with FAM and 3' -terminal with TAMRA 
<400> 30 

tctgcccctc tactccaagc gctacatc 28 
<210> 31 
<211> 19 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Primer 
<400> 31 

tgactgcttc cctcaccaa 19 
<210> 32 
<211> 22 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 32 

gcatcctcat gattgacatg tg 22 
<210> 33 
<211> 22 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Probe, labeled 5' -terminal with FAM and 3' -terminal with TAMRA 
<400> 33 

ttgctggtta tcgccgtgga ga 22 
<210> 34 
<211> 19 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 34 

cttgctccac tgtcttgcc 19 
<210> 35 
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<211> 19 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 35 

tagagtgcac agatcgcgg 
<210> 36 
<211> 28 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Probe, labeled 5' -terminal 
<400> 36 

ctctacgcca aggcctacgt gctcttct 
<210> 37 
<211> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 37 

tgtccctaga cccaagagac tttag 
<210> 38 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 



with FAM and 3' -terminal with TAMRA 

28 
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<400> 38 

ggtccccttc tcttttccaa a 21 
<210> 39 
<211> 28 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Probe, labeled 5* -terminal with FAM and 3' -terminal with TAMRA 
<400> 39 

atgaacttgc ttggtagccc ccatcttc 28 
<210> 40 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 40 

atcttgtacg cgcgcatcta 20 
<210> 41 
<211> 22 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 41 

tggatctctc ggagttgtgg tt 22 
<210> 42 
<211> 22 
<212> DNA 
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<213> Artificial Sequence 
<220> 

<223> Probe, labeled 5' -terminal 
<400> 42 

tggtcaagtc cagcagccgc ag 
<210> 43 
<211> 19 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 43 

gtttgcccga gagggttca 
<210> 44 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 44 

cttgtctctc gatggcaatg g 
<210> 45 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Probe, labeled 5' -terminal 
<400> 45 

cttcatcacg ctctctgcct cggtctt 



with FAM and 3' -terminal with TAMRA 

22 



19 



21 

with FAM and 3' -terminal with TAMRA 

27 
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atteyliWister Fatty*, 4 2wks(i4 2M^> 6 8wk 
sli6 8I^/7to 8£*tfiGAPDH mRNAMl^t^EDG-5^: 
mfc mRNAf&3K*<affl*Mi£j]rf 0 
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